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7}C#?i. y^DD^>, y^DDX^>, ^DO*;UA N EStS'fbi^^^^BiK 

*fU — J&xt CV) Ttj* £ ft S<fb£$l 1 . 0~2. 0^*;UT*S o £0ffl£t4 

o c c^t>>g^cD^.^orB^T&^o sjcBSiBii{t^ ! ia^«fco*<ES* < a#3 

> • 7* • If • -tr i ij Jl> • V if i x w - • ^ 7' • 2> + /* > (Bui 1 . 
Chem. Soc. Jpn. ) I56i, f 5 4 51 (1 9 8 3#) izizmzti 

mftttiz—iB&: cvi i n T7j^ftMt^t4ft©:£i*^U£"** s 

i^iti* 3-2 
5 ) 




cvim 

— j&it cvi i n -es£*i -Mbytes — Jis:5t cvn x-mznz><t&%dt 
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7 > * - 7 if X ttrSmgrn* T'fclZ £ it T » 5 d t T ■ # 5 c 

f$J3 t'si i L T li s £J££ Pl# L I & ft ti S < , 0J x. (i v x f- 

;bx-f;K f h7tFD7 7>s 1. 2 - ^ h ->i * v 

f;^;l/t^-> K*<D*^a h >-|±H1±^^c>' Z ft ft 

mn<ommMit. a*. — »st cvn t^^ns^i ^m:^lt>^ 

-7&D. 0-10. 0<&*;ut?*So StEJfflKti O e Cfr's>fg»©gP.£©IHT& 

Vfxf-(- -Jf7'- yt^'> (Bui 1. Chem. Soc. Jpn.) 
5 6t> f 5 4 51 (1 9 8 3#) KSStfcSftT^So 

m&ik 4-1 



(KlSsC 6 ) 



tixj ,v txj YV 

— j&xt cx] x'7T^n^it^\t)v-( x (Lewi s) mo&teT, — 

ffiffitS^^ (Lewi s) ffii LTt4*-ffcT^i — tfi^ SfrffcT;l/5 — £ 



WO 94/24110 PCT/JP94/00629 

- 44 - 

tK^Hn ^dd^>, ^?odx?> s ^dd^AA, El^k^^^^fiiHS 

|A D y WfcjptffcTkffSs -hn^>t'>, y>f;l/*^7; H\ i> J * 

■fe h T S h\ y/f;b7Jb*^ ■> Kf>©^7o h > tigttSJftSS - ft •£> *^ £ 

ffiffl-r5SJCK?W©*liN jl^s — i&xt C I X] £ ft S 1 *;nc*t 

UHX (Lewis)ftl. 0-5. 0 So SIPfiffiJ* - 2 0 e C 

FelOriT © i fl-J^jg-r 5 C i t<X 4 o 
M5ti£4-2 

(£JE5C 7 ) 



Rl B " CCH 2\ 





(R^)j 



YV 



CX) 



cx n 



Xrv N _ N > Rl ,0CCH 2 ) k (R2)j 

Y'm' CF* 
CX I I] 




Bli^nf>^ IR 4 -S0 2 -£/cl£gR 4 -S0 3 - (R 4 
1 1 ~ 4 07 ^^ii'lXliti LT J: 1^7 i - ^I^^tc ) k 
Ii0*/;I^1^L> Xs Y" s R 1 ^ R 2 . Q. j s m' n limtZ t Wl C 

— j&ss cxi n -CTFZti&#&*ji<t&toit—iB&t cx) t^^ns^ii 
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*g N yxf;l/X-f;k fl>7t Kd77>> 1. 2 - v / V •> 

BiID?J^^7K^is ? n o y ? > , v ? o □ ai ^ > % ^Di^i, E3f£^ 
^©Si^^Dv 1 y itmtiY^mzu T-tr h y jimoD- h y ;vri.. •>> 

u — usss cx 1 3 T^tt-Mb^^ i . o~2. om^juv&Zo femzti 

zm^oAit, — CX] X'7fi£tiz><t&®} i ^mttu 1. o~2. 0i£ 

Sla&& 5-1 
(SJT^ 8 ) 




CXI I I) 



IfIB 



CH 3 nofsftM 
Y'm' xlA 



Rl 

1* 



[X I V] 



0 



Rl CH 2 OCCH 3 




XfiC 




CXV] 



cxv n 



CHoOH 



— J&st CXI I I j t^SftS h U T y-;uR#{*fr«s>^o>f >-fL^iJiicfc 0 — 
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i 

[XV 1) T^^tlSft^^-WS - £o 

IlATttffiti^Dy WkS'Ji LTISs 0J;Ltf N - ? n n * ? ■> W 5 H\ 

IIBT'fffit5 7-b h * Wkmi: LT (is WiliftB 'J ^ «7 A, Sfcffi* h 'J 
■7* h >£S. v-x^;l/jr. — -f h 5 t K d 7 5 >•> 1, 2-i?> 

> N y^nn^>-fe*>lj?©3?«Ba!Wk7K*aN ^>^>^ ^rA^-x 
^©JiffiifcifefbzRaHB. ^dd^x ^"i^, ^ nD *^ E 
Jft-fkK*«SsoreaSS6^Dy>-fkft^k7K«ffi. r-t h- h u h u 'J 

;utr*fL. 1. 0~4. O^Ji/toS. SJESSti 0 e>«fa©S&*©iBjT 
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^ N T-tr h >s y f;bxf;^ h >I|(D'7- h f h7t Kn7 7>, 

ttffl-rsT^u* y o*j*a#— cx\o -e^ <* n * -n:-^ i ^^^^ 

^ti-fb^iw«fc its 3 0#~2 4ifr^O|^It5:i^ 

M5t& 5-2 
9 ) 
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PCT/JP94/00629 



v v R B-CCHo)... /(R 2 ).i 



(XV!) ln (XD 



[XV I I ] 



(xtT. X. V . B. Q. R 1 . R 2 s js k. m' S"c>' n ltml^.t H liSE!* 

— j&xt (xv i n T^£n£#fPjHb£%i;u — j&st cxv i: t^ctis 

Ktt*** 'J a, TKHMfc* MJ^^s zKffirtfcrt U o ASpo«ftt»N 7K*-fk^" 

i??ooy*> s v??odjl^> n ^do*W, Eli£'fkFt#^©8ira^ N o y 
*fU — fl£5£ CXI) T^$ft5<kW 1 • 0-2. O^Koo. fgffle 

ns^sostiN -fi^ cxvn t^^nsft^i^^t^u 1. o~ 
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'it<t&%si~& a$t i~24 ^trolfl^lto: >^cs So 

SilS 5-3 



(SEto* 1 0) 



Q=/ 




[XV I I I D 

[XV I I ] 




(3£4\ V s Q> R l > R 2 s Z. js k> m' &U n (ilUEi: IrJ t^Sfc 

— ftss cxv i n i?^*ns*iSBfl^tt(iN — S£5C cx i v] -c^sns 
it%®t— cxv i i n t^$ti^^i^io#STs ^te&Jfc* 

j^1S7X*^ 'J ^ a. 7Kit<b^- h'JOA, TkttMk* 'J a 4g 7K*fk* 
h U * a. 7K#fk7? 'j ^ ^(D^MiYmWM, V U xf^y i t e u •>'>!£© 

Jg N ^xf;l/x-f;K f h7h Fo77>, 5* * * -fr > * 1 , 2 - h 4- •> 
v*?dd^*> n ^^oai^> N ^dd*;^ ES^-fk^^tPOfltK^^ n y 

ffiffl-*-ssistt»j©*ii. as. — j&xS cx i vj -e&ztizit&yn 
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*tL. — i&5£ [XV I I I] ^ ti it^%ti< i . 0-2. Ote^e £>£o 
\tm £ n-t>tsS © fits. — J&xt [X I V] tS$n5Ml ^wr^TLs 1. 

o~2. o§xii'TS>6o SJ^iS^is- 2 ot^}£$©?^£©Pb1t£>oo £j£ 

nf Pel (5 K J: >m ft Z> ft , it's 1 GfPe 1 ] ~ 2 4 BfRfl T * © § 6-J ^Mt h^tft 

X £ Z> o 
So 

SilafegiJ 1 3- (2-?nn7x — ;U) -5- ( 2 - ? o d - 3 - — h o 7 x — 
;U) - 1 -/ f-fr- 1 H- 1 . 2. 4-hU77-^ (^ttS^l) ©fi* 

? n U K (1. 7 2 g ) N 2-^no-3-— hoO V— h U ;U ( 1 . 
OOg) > 4ft7K4Kffc7 ^ i— (0. 70g) . o-v^oDO-tr> 
(20ml) 1 4 0 °CT 3 0 ^Htt^ Lfc e #£p&. ? o n 

(1 0 0ml) irjgafU $HSK> ^?miti- h U •> AtK'»#S. dJfe7KT 

fffi! U IWil. 1 2 g (K.£ 1 2 4. 0- 1 2 5. 0 °C) £f#fc e 
NMRf-^ (6 0 MHz. CDC 1 ^ o ft : P P m) 

3.8 3 (3 H, s) 

7.16-8.10 (7H, m) 

jjyijgj 2 3- (2-^DD-6-7;^D7x-;b) - 5- (2-^dd-3 
- - |-d7i-W - 1 - yf ^- 1H - 1, 2, 4 - h 'J7v-;u (ft^it 
-5§-2) ©Sat 

N-y^^-N- (p- f-;l/x>7^*-^) - 2 - 7 o a - 6 - yjlyra^ 
> 7" t K 7 7V-fi^o'J K ( 1 . 9 0 g ) > 2-^0D-3--ho'\> 7*— 
h y ;l/ ( 1 . 1 9 g ) . Wki&itT Jli-<yi* (0. 70g) > o - i> 9 d o K 
>-tf> (20ml) ©iS«^*76iSfiSl 4 0 C CT 3 O^IHtt^Lfco 
? o o *;UA (1 0 0ml) tcjgg? L> ^±MgXs $&zR®Hfc^- h U 7 A7k$&?BU & 
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±S7KT'&?fN M^BSE^T'* at«U, «Ei»SL/:. 

4 - Tit U liilfel. 1 9 g Ott.6 112. 0-114. 0 C C) £&fco 
NMRf-; (60MHz. CDC 1 3 gjgL 6 fig : p p m) 

3.9 0 ( 3 H. s) 

6.90-8.10 (6 H. m) 

g&itffli 3 3- (2-^DD-6-7/^D7i-^) - 5- (2-^dd-4 
-r. h a 7 *-;U) - 1 -/ 1 H- 1 . 2, 4-h'J7V-;i' ({^il 

-§■4 ) ©g^t 

f-;U-N- (p - h frs- >7.;U*x ;10 - 2- ^oD-6-7Wn'\ 
>7tF777^^?D'J F (1. 9 0 g ) s 2-7DD-4--FOOV- 
h »J;U (1. 8 0 g) % SR7Ki£<fbir-& CI. 6 0 g) „ o- v?ooK>-tr> 

(5mi) ©s^^tasss 1 4 o c ct i mmmwLtzo #£pm> 

A ( 1 0 0m 1 ) KiSfffU ^igS§> *7K«tffc*- b 'J *^7K*iBU fitfiTKTifc 

SI U SfitJ^I 2 . 2 0 g (ft* 1 4 4. 0- 1 4 8. 0 °C) *#fc 0 
NMRf-^ (6 0MHz. CDC 1 ^ of: p p m) 

3.8 8 (3H, s) 

6.9 0-8.4 6 (6 H, m) 

Mitm 4 5- (2-7DD-4-xfil/7i-W -3- (2-?no7i- 
-l-^f^-lH-l, 2, 4 - h y 7 7'-^ «L^#^-1 5) ©Sit 
x f - ;b 2-^od^OX^ ;f - h (2. 75g) . h 'J xf^7 ; > 
(1. 60g) r h;bx> (3 0ml) ll^IL, fl$T5 c C~ 1 5 < C©HT2 
-^dd-4 - x^ >7'f;l/^o'J K (2. 6 4 g ) £-MT M^"? 1 

(2 0 0ml) £JD*.. ^7KTi5fe^'#. WMfcft&kBSffi"*' > 

ATK*Lfce H^ntflIi: ; e;yf;i/tK7y> (l. 0 0g) £Jd;U 
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jRTKBES ^ * •> * a T?fcSS L -MEEislfg L r- e jftftggg «- ^ * > - SfeK ^ ^ 'Wil 

2. lOg (1 * 7 5 . 5 - 7 7. 5 e C) £f#fc 0 

NMRf-^ (60MHz. C D C 1 g 6 fig : p p m) 

1.2 7 (3H. t) 

2.7 0 (2H, q) 

3.8 3 ( 3 H, s) 
7.10-7.60 ( 6 H. m) 
7.90-8.10 ( 1 H, m) 

jjtjfeffij 5 5 - (2-;oD-4-xf;l/7i-;l') - 3- (2-7nn-6- 
7/^071-^) -1-^f^-lH-l, 2, 4-h'J77-^ (Ml 
f 16) ©S^it 

.x?-;U 2 - 0 d d - 6 -7WD<>X'f ;f-f (3. 0 2g) ,>'Jx 
^;U7 5 > ( 1 . 60g) (30ml) K«#U m^T5°C~ 1 5 

■COHT2-^Do-4-xf-M> > /'f;^DiJ K (2. 6 4 g) £?i§TL. 

Mia-ci^raa^Ls * *> k 3 Bf re 6 ! imsm. l ^ 0 sie;«a^ h 

;Ujc> (2 0 0 ml) *JCx.* fttSTKTiSfciMfcs W^Jf ££s7M&?-7 

^y^At^lU:, ilbtltfiit: ; e^f;l'hF7y> (2. OOg) ^ 

flax., 2BfratD!&aSfcLfco EtSffl'&tofcfctftBu 6*S7KTifci£ 



65^2. 


6 3 


g (EfJfJgl. 5 9 3 0) ^|#t 0 




NMRf 


-9 


(60MHz, CDC 1 gjgJSL oil 


: p p m) 


1 . 


2 6 


(3H, t) 




2 . 


6 9 


(2H, q) 




3. 


8 3 


(3H, s) 




6. 


9 0 


— 7.50 (6 H, m) 




$^it#J 6 


3 


- (2-^dd7 x— ;u) - 5- (2 


- ? d □ - 4 - To t°;U7 x 


- 


1 - 


/f^-lK-1, 2 , 4- MJ77 


8) 
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jl> 2-?nD\>X^;f-l- (2. 75g) \ h'JxfiH; > 
( 1 . 8 0 g ) £ h > ( 3 0 m l; i:igi?U «#T 5 C C~ 1 5 c C©Pb] c 2 
-?no-4-7°ot: /U's > v* ;u ? o 'J K ( 3 . 3 0 g ) £ AST L , SffiT 1 

(2 0 0ml) £JlD;U ftttS, £&7kTzfei£&. W«IS*«f7KBaffi^^* > ? 
AT«LM^ntf»:^^^tF7y> (0. 8 0g) fciD*.. 



2. 7 8g (Sifi 7 0.. 0- 7 2. 0 °C) £»fc 0 
NMRf-; (6 0 M H z > CDC 1 3 igj®. 51: P P m) 

0.9 5 (3H, t) 

1.66 (2H, m) 

2.6 3 ( 2 H, t ) 

3.8 3 ( 3 H, s) 

6.9 0 — 7.10 ( 1 H, m) 

7.10 — 7.50 ( 6 H, m) 

§y|jg] 7 3- (2-^dd-6-7^o7x-;1/) - 5- (2-? no- 4 

-7°o t°;U7 * — ;u) - 1 - / f-;u- 1 H- l , 2, 4 - h'JT'/-^ Wb^i 
1 9 ) oi^it 

xf-;l/ 2-;DD-6-7;l/tD^>X'T if - h (3. 0 2g) s h 'J x 
f^7;> (1. 80g) ^h^x> (30ml) Cljgff Is 5t^T 5 °C~ 1 5 
"CORtiT 2 - ? o n - 4 - t e 7U-0 vV/^n'J F (3. 3 0 g ) £-vifT 

iz b;t^> (2 0 0ml) £tJD;i. $gr£®U £$£7KTifei£&> WSJifcftfzkBifffi 
8 0 g) £JD>U 4B#rB^nms^L/c 0 £JES*7'#. ■£l£ifi«& ! BJ*'*tt®N 
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g^L. gfiti^O. 41 g (Stfr2£l • 5 8 6 8) 

NMRf - ^ (60MHz. CDC 1 3 6 II : p p m) 

0.9 5 ( 3 H, t ) 

1.65 ( 2 H , m) 

2.62 ( 2 H, t ) 

3.8 3 ( 3 H, s ) 

6.8 0-7.5 0 ( 6 H, m) 

ggjf ffij 8 5- (4-7f^-2-;oD7i-W - 3- (2-?no-6- 
7^to7x-;W - l->f^-lH-l, 2, 4-h'J7V-^ (ft^if 
f 29) OSSit 

o-y^DD^>f> (1 0ml) i:N-^f^-N- (7xz;bX^t- 
JU ) - 2- ^DD-6-7^tn<>v't K 9 W W ;U ? n l> K ( 1 . 
10g) , 4 -y'f-Jls- 2-9 noO'/— h 'J ;U (0. 6 0 g) . fek*£ft7 
;l,U7A (0. 50g) £tQ;L> 1 2 0 °CT 1 B#H8I# Ufc. £It4*T&s ? 
dd*W (1 0 0ml) **Q*.. *tt»Tife»Lfco TK^s Wtt«**ftKBIf 



0 . 7 0 g (JffiJJf* 1 . 5 6 6 7) Z&tzo 

NMRf - 9 (6 0 MHz. CDC1 3 ig*&> <51il : p p m) 

0.75—1.12 (3 H, m) 

1.15-2.00 (4 H, m) 

2.6 5 (2 H. t ) 

3.8 5 (3 H, s) 

6.8 3- 7.6 0 ( 6 H, m) 

M3feffij 9 5- (4-t-7'fil'-2-x|-±y7 i -W - 3- (2-? no 
- 6 - 7WD7*iW - 1 -y f"^- 1 H- 1 , 2, 4 - h U 7 V-;U (-ft 
3 5 ) ©3»3t 
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t F7'/;^^ o'J K ( 1 . 6 0 g) . 4 - t -7*^;u- 2 - j. h^->^> v 
-hU;l/ (1. 0 0 g) > ftTMSffcT^-flA (0. 60g) . o-y^na 
^ >-tf > 5 m 1 <Z>&£til&tt&&£ 1 4 0 °CT 3 0 ^fflaj$Lt, * a 

otwbA (1 0 0ml) IzmML, JfttftS^ %>7#&it+ V 'J ^AtK*^ 6£zK 

BW^O. 2 Og (14*108. 0-111. 0°C) £*#fc c 
NMRf-^(6 0MH z. CDC 1 3 igJ£s <51S : P P m) 

1.35 (9 H, s) 

1. 36 (3H, t) 

3.8 7 (3 H, s) 

4.10 (2 H, q) 

6.8 3-7.5 8 (6 H, m) 

i&feffiJl 0 3- (2-?op7i-W -5- (2 -7./M-D- 5 -^^f-^JV 
7i^) — 1— yf-;U— 1H— 1, 2, 4-h'J7*/-^ Mfc*ttf^4 2) 

? n 'J K (2. 06g) . 2 - 7 ;U;?t- o - 5 - •> > V— h V ^ ( 1 • 
2 3 g ) . 1fc7kM.it T^UOA (0. 88g) . o--^oo<>t'> 
(5ml) ©ffi^fcifciSiSJK 1 4 0 °CT 3 0 frmm& tfz 0 #*P&. * n o * 
(2 0 0ml) Cjg^U ^i£S£> *7kBMk^- b 'J S A £*tokTife 

ML. gWftl. 6 0g(ffl«f*l. 5 7 7 9) *Hfc. 
NMRf-^ (6 0 MHz. CDC1 gjg&L : P P m) 

0.8 7 (3 H. t ) 

1.0 0- 1.9 0 (8 H, m) 

2.6 2 (2 H, t ) 

3.8 7 (3 H, d) 
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6. 90 — 8. 00 ( 7 H , m ) 

1 1 3- (2-;nD-6-7^tn7 i --'l') -5- ( 2 - 7 ;U tt o 

_ 5 _^i. >;b7i -^ -1-yf^-lH-l, 2. 4 - h 'J 7 7'-^ (ft 

^#■§■4 3) ©^ii 

^_^^ ;l/ _Tvj_ (O-tf >7WU* — ;u) - 2 - ? d d - 6 - 7 dO 7 

tF777^^DiJ F (2. 1 7 g ) s 2-7 d - 5 - ^4- •> ^ > V— 

h u ;u ( 1 . 2 3 g ) s my^itr ;bUOA (0. 88g) . o - * ? o o K 

>-tr > (10ml) ©ffi-&«Bj*7*i*Saffil 4 0°CT 3 0 $frHSM$ Lfc e ft*P&N 

;dd^ ( 2 0 0ml) KigfffU $M£E^ j&TKBKl:* h U 7A 7 Ki3i£> 6 

Bfitlttl. 1 lg 5 6 0 8) 

N.MRf - ^ (60 MHz, CDC1 3 ifeU, offi : p p m) 

0.8 7 ( 3 H, t ) 

1.10-1.80 (8 H. m) 

2.6 1 (2 H, t ) 

3.8 9 ( 3 H, d) 

6.8 0-7.4 0 (6 H, m) 

mi&m 1 2 3- (2, 6-y7Wo7i-^) -5 - (2 - 7;U2"o- 5 - 
7>f->^7 i -;b) - l-yf/l-lH-l, 2, 4 - h'J7 7'-^ ab^i 
#-§•4 6) ©SJlit 

T\7 _ y NT - «>-t? > — ;U) - 2, 6-y7^o's>7"hF7 

•/y vf^^D'J K ( 1 . 2 8 g ) . 2 - 7 d - 5 - 7 >x > ;K > V- h U 
;u ( 1 . 0 9 g ) > tok&itT ^;--7A ( 0 . ' 5 5 g ) > o - 'J ? o >-tf 
> (10ml) Oi^4M£g 1 4 0 °CT 3 0 Ltz a &*PSU ? o 

a*;UA (2 0 0ml) JlJgjSSU *7KK^^ b 'J •? -^TKigfflU ^i£7K 



TftJIiU ifitl^Jl. 0 8g (1** 7 0. 0 -7 3. 0°C) £»*ie 
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NMRf - 9 (60MHz. CDC 1 3 ot: p p m ) 

0.88 (3H, t) 

* 

1.10-1.80 ( 1 8 H, m) 

2.63 ( 2 H , t ) 

3.93 ( 3 H . d ) 

6.90-7.60 ( 6 H, m) 

ggjjjg] 1 3 3 - (2-?nn:7i^;b) - 5- ( 2 - 7 ji* a - 5 - f? > x > 

X i;l/) - 1 - M *)\>- 1 H - 1 . 2, 4 - h •JTV-;!' (ft^if^ 
4 7 ) ©S^3t 

^d'J K ( 1 . 2 7 g ) . 2 - "7 Jl>Jr n-S-^fy ;U"< > V— h 'J ;U ( 1 . 
0 9 g ) x ftf7kffifl:7 ;U (0. 55g) s o-v^DDA:>-fcf> 

(5ml) i*i£jfi£ 1 4 0 °CT 3 0 #IHH*# Lfc. &£p'tsU ? u o * 

* 

jll* (2 0 0ml) KigPU ftffiffik #tKHMIs* h U * A7K*fl3E. ft*7KTi5fe 

8 U g fi*J*& 0 . 8 5 g (M* 3 5. 0- 3 7. 0 °C) £?#/c c 

NMRf-^ (60 MHz. CDC 1 3 $J£ N ol : p p m) 

0. 8 8 ( 3 H, t ) 

1. 10-1.70 (18 H, m) 
2.6 6 (2H, t) 
3.9 3 ( 3 H, d) 
6.9 0- 7.6 0 ( 6 H, m) 
7.90 — 8.00 ( 1 H, m) 

Mj^ff'J 1 4 3- (2-?DD-6-7il'tD7i-;b) -5- ( 2 - 7 n 

(fll^-MMM 8) ©sat 

N- / f-Jb- N - «>-tf> x;U^r:;b) - 2- ?dd-6-7;^d<>7 

tF7 7"N;^D'j K ( 1 . 3 4 g ) . 2 - 7 ;b^r □ - 5 - > -f •> ;K > 7 
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.=. h «J ;U ( 1 . 09gK SR7Ktg{tT ^ i — 7 ^ (0. 55g; . o - ? o n 
K>-t' > (1 0ml) 6DiS^*76#SiSffi 1 4 0 : CT 3 0 ^!S\mWLtz 0 

;oo*;bi ( 2 0 0 ml) KfgJffL. SSHfiEU S&TkBHfc* h V 7A7.Ki$ 

7'^ 7 4 -Tflfffii U gfi-J^J 1 . 0 4 g (JfEtCT 1 • 5 4 19) £f#fc„ 
NMRf-; (6 0 M H z s CDC 1 3 5 iS : p p m) 

0.8 7 ( 3 H, t ) 

1.10-1.80 ( 1 8 H, m) 

2.63 C 2 H . i ) 

3.9 4 (3H, d) 

6.90-7.60 ( 6 H. m) 

Mi^ff'J 1 5 3- (2-^nn-6-7Wo7i-/l') - 5- ( 2 - ? n d - 
4-Kf->;i'7 i -^) 2, 4-h'J7v'-;b Mfc^ 

^#-t5 1 ) ©giit 

N->f*-N- >>UU#— ;10 - 2 - ? a d - 6 - 7 ;U;j- V 

k F7VV^;^d'J K ( 1 . 5 0 g ) . 2 - 7 d d - 4 - K-r •> ;l"< > V- h 

* 

(1. 2 0 g) s mH&LitTfl'l =-*) A (0. 60g)s o-^od/<> 
-tf > 5 m 1 1 4 0 °CT 3 0 ftmUW Lfco fan* 

j)/<L (10 0ml) C^?Ls fttttts *7K»<k-^ h 'J «7 AzK&il^ AffiTKtTtt 

tlU gtfJ&lO. 8 0 g (JEUrJP 1 • 5 4 9 0) *»fc. 
NMRf-^ (6 0MH 2 s CDC 1 olfi : p p m) 

0.5.0- 2.0 3 ( 2 3 H, m) 

2.6 5 (2H, t) 

3.8 3 ( 3 H, s ) 

6.82-7.52 ( 6 H, m) 

MikWl 16 5 - (4-7'hry-2-^nn7;-;k) - 3- ( 2 - ? o n 7 
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i — ;U) - 1 *J\>- 1 H- 1 , 2, 4-t>'J7'/-;b (M#f 6 4) O 



i^/b ;f - t- (2. 4 Og) , h 'J i ^ ;U 7 i > 

(1. 20g) (100ml) izmm U J»T l 0 "CJ^TT 4-7' 

^•>-2-?DD^> , /'fMo'J K ( 2 . 6 0 g ) ^rST L fc. 1ST 2 B# 

KIiK#U HKflQl&MSriS: 2^Mffofc« KlS&T&x SlftSfcatfiTk-eifei* 

»J*y>*7A^n?t«^7 7-f-tflSU gfi-lfel. 00g (384*6 0. 0 
-6 2. 0°C) Z'fttZo 

NMRf - 9 (60MHz^ CDClgfgJ&s fil:ppm) 
0.80-1.16 (3 H, m) 

1.20-2.10 (4 H. m) 

3. 8 4 (3H, s) 

4.0 2 (2H. t) 

6.7 6 — 7.9 5 (6H, m) 

7.8 3-8.12 (1H, m) 
s45t#i] 17 3 - (2-?dd-6-7 to* D7i-il/) - 5- ( 4 - ? n o - 



3- / <>f ^t^y?!-^) -1-yf^-lH-l, 2, 4-hU7V'-;U 

(-fk^#-^ 6 8 ) ® fia& 
N-^-^^-N- (p - h ;L/jr.>7.;l'^^.;U) - 2- ?OD-6-7iWo^ 
>7h F'^vV-f^^D'J K ( 1 . 1 0 g) . 4 - ? o d - 3 -^>^;U^-^r-> 
<>'/-h'JJl/ (0. 7 0 g ) > «7K4£-n:lp— ft (0. 60g) s o - V ? o d 
<>-tf>5ml OS^i^MfiS 1 4 0°CT3 O^BBBt^L^o #£p&. ?° 
d*;^ (100ml) l=jg«¥U ^-igg^s #zKBtffc*> 'J tfAjklgifiU ^t£7K 
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NMRf-; (60MHz. CDC ) 3 6 11 : P P m) 

0.72-2.16 ( 9 H, m) 

4.06 ( 3 H. s ) 
4.10 (2H. i) 

6.8 5 - 7.6 0 ( 6 H. m) 

ggfjf ffl] 1 8 5- (4-?OD-3-t^f^Ty7i-^) -3- (2-? 
dd7i-A) 2, 4 - h 'J7V'-^ (fb^tf 

7 7 ) OMit 

? d y K ( 1 . 5 0 g ; . 4 - ? o d - 3 - rr 9 =r )V -A 5- -X > V — h 'J ;U 
( 1 . 3 0 g ) s m7ktR{tm-& (0. 80g) > o - x ? o n O-i: > 5 m 1 

Ol^^i^ag 1 4 0 tt 3 0 # IB flit # L/Ce #£P&s ?nn*;Ui» 
(1 0 0ml) tljgS? U %>&m. %t*m<k1- h U -5 ATK&iSU ft»7kTifei$K 

U itt&O. 8 0 g£»fc« 

NMRf-^ (6 0MH CDC 1 3 *g$£. o fit : p p m) 
0.65-2.13 (15 H, m) 

4.07 ( 3 H, s ) 
4.13 (2 H, t ) 

6.9 2- 7.6 6 (7 H. m) 

MMM 1 9 3 - (2-^OD7i — Jl) - 5- (2-?no-4-> h •> x 
F4'>7i -1-yf^-lH-l, 2, 4 - h V T V - ;U at^f^ 

8 7 ) ©Safe 

x^;U 2-^unOX-Y$T r -h(4. 0 0 g) > MJxf^T^ 
(2. 60g) ^h;^> (20ml) {Ijg» U OJTF 5 °C~ 1 0 "CORS"? 2 
- ? o d - 4 - / h 4- •> x h ^ -X > y'-f ;U ? o U K ( 4 . 2 0 g ) £MT L . 
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h;i^> (2 0mi; ^n^u %tmm. ^t=7KT^m. mmmzwmwz-??' 

U BWftO. 7 0g (IIJt^I. 5 9 4 6) 

NMRf-^ (60 MHz. CDC 1 3 jg& % o II : p p m) 

3.4 5 ( 3 H, s ) 

3.60-3.97 ( 4 H. m) 

4. 00 (3H, s) 

6.8 3-8.13 (7 H, m) 

MmM 2 0 3 _ (2-?dd-6-7;^d7i-^) -5- (2-^op- 
5 - Wo7'f ;l'7i-W - l - y f ^- 1 H - 1, 2, 4 - h U T 

v-;u «b^#-^i l 6) ©sut 

N-^f-^-N- (O-tf >*;Usfc.=. ;U) - 2- ?dd-6-7/Wd'<>'/ 
t F7VV^^^d'J K ( 1 . 7 0 g ) s 2-?DD-5-''-7^o7f^ 
K> V - h 'J ;U ( 1 . 7 5 g ) . M 7 J<±£fb^~ & (0. 73g) . o - 'J 9 a d 
^ >-tf > 1 0ml ©jg^J&fciiiSffiK 1 3 0 °CT 2 B#Hat# L/Co #£Pt£. ? °- 

(10 0ml) digi?U *&7K8Kfc* b 'J * AzKJSiUU 

TfflfSJU g£»0. 6 8g (fflfif*l. 5110) £»fco 
NMRf-^ (6 0 MHz. CDC1 g^Jffi. oil : p pm) 

3.8 7 (3 H, s) 

6.80-7.97 ( 6 H, m) 

g^jtff'J2 1 3- (2-/'nD7i- 7b) -5 - (2-^ao-D-/^-7^ 
D^y^7 ; -W -1-Zf^-lH-l, 2, 4 - h V T V-Jl< 



■m 1 9 ) (&Wk 

N-yf^-N- (p - h Jlx. >x;U^ — ;10 - 2 - ? n o'O V" t K-5 W 
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4 )V ? o 'J K ( 0 . 5 1 g ) . 2 - tr o n - 5 - > ' — 7 ;U 3r a ^ 4- > ^ ^ > v" — 
h'j;K0. 7 0g) s fttTKffiffcT ;U i - <7 A (0. 20g) „ o - v 9 o a K 
>-tf > (5ml) OiR^«BB*7i#SjaS 1 4 0 tt 1 KyPOTt* L^ G t%m&> 7 n 
ntwbi. (1 0 0ml) djgPU ^TTKBS-ft-^- h U O^Tfo^S. &*£7K 

-clf Si U i 0 . 1 5 g (».£ 7 0. 0-76. 0 °C) £*#/c 0 
NMRf-^ (60 MHz. CDC 1 3 of: p p m) 

3.8 5 ( 3 H, s ) 

7.13-8.06 ( 7 H, m) 

2 2 3 - (2 -^on-6-7;l'tD7i-yl') - 5- (2-?no- 



5-/<-7;Wn^y;l'7z-;b) -l->f^-lH-l, 2, 4 — b 'J T 

v-;u (ffc-frtt** l 2 0) ©Siit 

>7'tF7VV'f;^D'J K ( 0 . 7 3 g ) > 2-7dd-5-^'-7 o ^ 
4- •> > V- h 'J ^ ( 1 • 0 0 g ) . ftlTKtt-ftlS^ ( 0 . 3 6 g ) . o - S J 
? o o^O-ir > (5ml) ®21£>ft&fttf3&£ 1 4 0 °CT 1 B^Mtt^ U/c„ ?**P 
& s ?DD*;bA (10 0ml) fri$8?L. ^±£Si> ftzRfllffc*- h 'J tf^TKJS 

/7 7^-T'fHU BfiU^O. 15g (1^7 8. 0-8 2. 0"C)*Wfc o . 
NMRf-^ ( 6 0MH z s CDC1 3 ?§^ s 5f: ppm) 

3.8 6 (3 H, s) - 

6.8 6- 7.8 6 ( 6 H, m) 

MMM 2 3 3 - (2 -^DD7x-/l') -5 - (2-^00-4-7'^^^ 
-> 7 x -1-^f^-lH-l, 2, 4 - h 'J T V- ;u ({L-^^I#^- 

13 8) ©S^it 

xf;l/ 2-7DD^>7;^;f-F (2. 60g) s MJxf^7; > 
( 1 . 10g)*h;l/x>(20ml) izmn U fflt^T 5 °C~ 1 0 c C©f B lT 2 
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_/ 7nD _4_ T ij j^yt^riyO W d'JF (2. 2 0 g) £f®T MS. 

x> (2 0ml) £imx.s %tmm. A&TKTifei^ W«Ji*«67KBi£»v^*'> 
^t^lito ^^n^H^/^^t K5S?> (2. 0 0 g) 

U ifl<J^0. 6 0g 08#f2gl. 6 0 8 3) £*#/c 0 
NMRf-^ (60MHz. CDC1 3 *g|£> 5 IE : P P m) 
3. 8 5 (3H, s) 

4.5 0 — 4. 8 0 (2 H, m) 

5. 2 5-5. 6 2 (2 H, m) 

5.77 — 6.40 (1H, m) 

6.8 2 — 8.16 (7 H, m) 

BtilHM 2 4 3 - (2 - *,a o 7 *— JlO -5 - ( 2 - ? n □ - 4 - 7*n'*;M* 
;M-**>7x-;W) - 1 1 H - 1 , 2, 4 - h VTV-fr (^^# 

f 145) OSSiafi 

xf;b 2 - * n nOX^T = -r- h ( 3 . 0 0 g) . MJif^7;> 
(1. 5 0 g) ^h;vx> (20 ml) K*JBU m#T5°C~l 0°C©Fb1T2 
_^ DD _4_^ u^)\>*?)\>?t ^->^>7^;^oiJ K ( 2 . 3 0 g ) £-fltTF 

$Ch^x> (2 0ml) £2in;U SfrffiffiU AtftTKTifefrSU W^«^^7KBS^ 

■7 y% is 9 a T*£4£ L^o » bntfti ct/^^t K?y> ( 2 . 
0 0 g) £2rax.s gfflT4B£iaa£#Lfco afe&TSU fctfBBSU £ 

^-T^SSiLs BWttO. 60g (B * 1 0 3. 0- 1 0 5. 0 c C)£*#^ o 
NMRf- * ( 6 0 MH z . CDC1 3 : p p m) 

2.4 7 — 2.7 1 ( 1 H, m) 
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3 . 



8 3 



( 3 H. s ) 



4 . 



( 2 H, d ) 



6. 



8 3 — 8. 20 



( 7 H, m) 



l^jgrjgl 2 5 3 - ( 2 - 7 d d - 6 - 7 )\y?r o 7 x — J^) -5- [4 -yfrlra 
- 3 - (4- h'J 7;u;fr D / V *r : s 7 x — ;u) 7 x— ;u] - l - /f^-lH- 



1. 2. 4-h'J7 7'-^ 1 5 7) 0^!iS 

F777^^d'JF (1. 5 0 g ) N 4 - 7 d - 3 - ( 4 — MJ 7 n 
y h 4- •> 7 x — -HO K/v-MJ^ ( 1 • 4 3 g ) . &7ktRitWi~& ( 0 . 
9 0 g) . o- v7oo<>-tf > (5m 1 ) ©S^^iMg 1 4 0tt3 0 
#HlKJ$Lfco #£P&s SSxf^ (2 0 0ml) 7K<fc&> IItKBKS 

9 0 g (14*1 17. 0-119. 0°C) *»fc 0 

NMRf - ^ (6 0MHz v CDCl 3 }g$£. 5 IS : P P m) 

4.10 (3 H. s) 

6.80-7.90 ( 1 0 H, m) 

fflj 2 6 3 - ( 2 - 7 n o - 6 - yjlJrv 7 x — ;u) - 5- [ 2 - 7 n □ - 
4 _ ( 4 _ |» \j ? jijr 0 / ^•>7i-W 7 x — JlO - l- ^f;i/-lH- 

1, 2, 4-h>J7 , /-;K{fciftt*158) Ofii 

W -Y o 'J K ( 1 . 5 0 g ) . 4 - (4-MJ7Wo> h 4- •> 7 x - 
^>^h'J;b (1. 5 6 g ) s £S7Ki^tH~ t& (0. 90g)s7oD< 
>-tf> (2 0ml) Ofi^«ft*tt»iaKl 4 0*CTlBfHttj$Lfc o >fr*PSU 7 
no*;!/ A (3 0 0ml) U 46t%BIn *7Ktt<k^ H 'J ^Azkftfeu 

TKTgfe^. ftSzKBS©^?'*^ ATf£j^LT> iEIIisbto Z(Dm^^^^- 



4 -TfMK U IWftl. 8 0 g (JffiiW 1 • 5 9 2 5) £*#/c 0 
NMRf - ^ (60MHz, CDC1 0 jgftjU Sil : P pm) 
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o . 



9 0 



( 3 H, s ) 



6 . 



9 0 - 7 . 7 0 



( 1 0 H, m) 



Mjgffi] 2 7 5 - (3-7no-4- (3, 4 - □ d <> v^) 7x — 

- 3 - (2-^DD-6-7;^D7i-^) - l-^f;i/-lH-l, 2, 4 

- h 'J 7 v -;u 16 1) ©©at 

_ y f- ;U - I\7 - (^ > -if > X J\y rf- — Jl) - 2- ?DD-6-7WD<>7' 

hF'7 7y^/^D'J K ( 1 . 0 0 g ) s 3 - 7 d d - 4 - ( 3 , 
O O v"— h U ;u ( 0 . 9 3 g ) s 4g7K*M-ftII~3£ ( 0 . 5 0 g ) . o 
-•/^OD^>-tr'> (5ml) OS^t^TiiSSg 1 4 O'CT'l Bffg.3E#Lfc 0 
/££p^ N 7 n □ *;UA ( 3 0 0 ml) trjgJS? U ^rilSjs *7k»<k^ HJ $ 

ifi*l«5 0. 6 4 g (».£ 1 7 9. 0- 1 8 5. 0°C)£ 

NMRf-; (6 0 M H z > CDC1 gj£i&. 5 fit : P pm) 

4.0 3 (3H, s) 

4.2 3 (2 H, s) 

6.67-7.86 (9 H. m) 

gl^ffij 2 8 3 - ( 2 - 7 n n - 6 - 7Jl*n 7 * — ;U) - 5- [ 3 - ? n n - 

4- ( 2 - 7 o d - 4 - H y 7;u^- d y ^;U7 x J * f-^) 7x— ;i0 -1 

2, 4 - h 'J TV'-;U ab^#^-l 9 6) (DSlafi 
3 0 m 1 © N , N--^f^*;bA7; Ki:2-7od-4 - h U 7 o y 

^;b7x/-;u(0. 2 9g) fci^i^'JOA (0. 2 5g)£Jn;L3£# 

T% 1ST" 5 - (4-7'nt^f j!/-3-^od7x-;V) - 3- (2-7od 
-6-7^07^-^) - l- yf;b-lH-l, 2, 4-MJTV"-^ 

( o . 6 o g ) zmz. 1 2 o °ct i Bf mmw l/- c sis&t&n isi: *> t* u 

7 * -TftSKU IWiO. 6 1 g (Ml 1 3. 0-114. 0 C C) £?#/Co 
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4 . 10 



NMRf-^ (60MHz, CDC 1 3 MU^ 

( 3 H. s ) 
( 2 H, s ) 

(9 H. m) 



p p m ) 



3 0 



6. 8 7-8. 10 

Mjgff'J 2 9 3 - ( 2 - ? d □ - 6 - 7 frzr n 7 x — ;U) - 5- [ 3 - ? n o - 
4- (2-7;^d-4- h iJ7;^a/f;i'7i y^yyT^) 7t-^3 - 

l-/f^-lH-l, 2, 4 - h U T'/-^ Wt'&^S-^-l 9 7) ©Sat 

1 0 0ml ON, N-yyf^*;b7; Ki:5- (3-^nD-4-^nny 
f;l/7i- -3- ( 2 - ? n a - 6 - 7 Jl* n 7 * — ;U) - 1 - t+fr- 
1 H - 1 , 2, 4 - h U T V - ;u ( 1 • 6 0 g) fc«t tf&K* <J 7 J* ( 0 . 
6 0 g) £iQ;L3Jlt#7\ 1ST 2-7 ;U3fo - 4 - HJ 7Woyf;V7 * /* - 

;U ( 0 . 8 0 g ) fctD* 7 0 °CT 3 B# M8t$ Lfc e £J£*£T&. M£t- if U 

•> 7 ^x-mzM, Ltz 0 w & ntzmffiVdZ ■> >j 77 ^a* 5 a ? □ v h 

. 5 7 >r - TfllS! L . IWttl. 6 2g (JE»r*l. 60 10) 
NMRf-; (6 0MHz^ CDC1 3 Si> <51I: ppm) 
4.10 ( 3 H, s ) 



5. 3 1 

6 . 7 5 ~ 8 . 0 0 



(2H, s) 
(9H, m) 



3 0 3 - (2-^00-6-7^07*-^) - 5- [3-^no- 
4- (4- h l J7;l/^-D>f;l/7x;^yyf;i') 7x-;b) - 1 
1H-1, 2, 4 - h U T 7-;U m&QBfit^ 1 9 9) ©Siai 

3 0ml ©N, N - y > f^*;^? i Ki:4 — h 'J 7;U^"o y 5^7 s. J — 
JU (0. 7 7 g) J: L>'ptS£ *7 U 7 A (0. 7 2 g) &1mz.$tWT, SifiT 5 - 
(4-7'o?^;l'-3-^oo7i-^) - 3- (2-^oo-6-7i^o 
7 x— A) - 1 - * 1 H - 1 , 2, 4 - h U T 7* — )b ( 1 • 6 0 g) £7J0 

1 2 0 C CT- 1 ^feTO^L^o £JT4£T&. M&KfcifU KJCflS*7K«lffi^ 
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1 • 5 0 g (mJtm 1 - 5 9 6 1 ) 
NMRf-; (60 MHz. CDC 1 3 &Jj£ N 5 fig : p p m) 

4.08 ( 3 H, s ) 

5.2 3 ( 2 H. s ) 

6 . 8 7 — 7. 4 7 ( 7 H, m) 

7.6 5 (2H, s) 

7.8 3 ( 1 H, s ) 

gjjfffi]3 1 3- (2-?od-6-7Wd7j-/1') - 5- [ 3 - ? a d - 

4 - (4- h'J -7;U^-o y K'>7iyT'>yfW 7 x— ;10 - 1 - ^ 
1 H — 1 , 2 , 4 - h U 7 V - ;U ({b^#"§- 2 0 1) ©g}i£ 

3 0m)®N, N-y/f^ + ^AT; K (I 4 - h 'J 7^tD> K->7i 
(0. 3 3g) fectOTA'JOA (0. 2 5 g) £iJQ;UI£#T\ SffiT 

5 - (4-yatyf jb-3-^D07i-;l') -3- ( 2 - ^ a a - 6 - 7 Jl 
^D7x— ;U) -1-^f^-lH-l, 2, 4 — h 'J7 V*— ;U ( 0 . 70g) 
fcflD*. 1 2 0°CT- 1 B^IBMi^L^o EJ£&7&x SffiK if U EJS»*tKK& 

U ifi<J$lO. 83g (BSt¥1. 5 7 0 1) 
NMRf-^ ( 6 OMH z > C D C 1 3 51 : P pm) 

4.0 8 (3 H, s) 

5.19 (2 H, s) 

6. 7 0~ 7 . 4 0 (7 H, m) 

7.6 5 (1H, s) 

yit#J3 2 3 - (2 -^DD-6-7/l/tD7x-^) - 5- (2-^od- 



4-7x7^->7x-^) 2, 4 — h U T V—* (.it 

2 4D ©sit 

N-^f-^-N- (p- h;l/X>^;l/*-)l/) - 2- ?dd-6-7Mo^' 
>7tF'77'y^;^n'J K (3. 30g) . 2-?DD-4-7i/ ; r->^> 
»/ n h U ;U ( 2 . 3 0 g ) . fe7jc^{b^-^ (1. 60g) s o - v ? n n ^ > 
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-tr> (lomi) <D^^}^ms^m i 4 o tt i mmrnw^t-* <%m&, ? ° 

□ (1 0 0ml ) ^MM, ^7j<lt<t^- h 'J ^A7K?£vft. ^t£7K 

-cife*^ ^7KBTigs * •> * ^ "cffi*» L/ t N MEEitfrs l 0 ^ © mm®* ^ * -9- 

TflUliU gfi-J^O. 15g (S* 1 3 5. 0- 1 4 0. 0°C) ^i|t 0 



Sgjtff'J 3 3 3 - ( 2 -^ , od-6-7;1'^d7x-^) - 5- [ 3 - ? o o - 
4- ( 2, 6 - D d - 4 - h ] ) yjl*vS T-Jly i / 4">) 7i-/H -l 

->f;i/-lH-l, .2. 4 - h 'J T 7-7U (ft^l^ 5 9) <D9K£ 

jrf-jU 2-^dd-6 - 7Wo'\>X'f i h (1- 80g)s h'Ji 
f;UT i > ( 1 • 2 0 g ) ^ h;l/x> (50ml) CigJI? U i££TF. 3 
_; D n-4 - (2, 6-y^oo-4-h , J 7^*n > f-71/7 x ;+-» K > 
y^Mn'JFO. 7 0 g ) ^IT U 100 °C-c 3 Bf|SH*# Ltz a MlCfc 

SlEftiftl- h^x> (50ml) £fln;U SfriSBU £&7K"Cife8M&N 
H £$S7KltI£ -7 * •> A T'f £/Jg L o %.l&mm iz*; F'7-/> (0. 

8 o g) *tn;u i o o , CT3i^Ha«2Lfco s^7'#x Eisa*-®*** 

^-•CffSSiL. ifitl^l- 50g (I4.£67. 0-7 2. 0°C) 
NMRf - ^ ( 6 0 M H z . CDC 1 3 5 -fit : p p m) 

4.0 5 (3 H, s) 

6.4 0 — 7.9 5 (8 H, m) 

Mjgff'J 3 4 3 - (2 -?dd-6-7Md7i-^) - 5- [ 3 - ? n o - 
4_ ( £ - ^ o o - 4 - h U -7 7b^- d y 3-J\sO : J)\sir*r •>) 7x~^) -1- 
yf/P-lH-l, 2, 4- h 'J 77- 7b Offc^S^ 2 7 3 ) ©Slat 

2 0m ION, N - is t ^)1>*J12*T i H'iC3- (2-7DD-6-7MQ 
7 - 5- (3-?nD-4-kKn4 1 '>7 x — 7b) - 1 - / ^7b- 1 H 



NMRf-; (60 MHz. CDC 1 3 i£J£-s o fig : p p m) 
3.9 1 ( 3 H. s ) 



6. 



9 0-8. 06 



( 1 1 H. m) 
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- 1 , 2 , 4 - h V 7 V"- ;U ( 0 . 7 0 g ) fc«k c>'j^g?77 U 7 A ( 0 . 3 1 g ) 
^tD^.1l^T> 2-7DD-4 - b 'J 7 ;b7i- d y > -7;u? n <J K 

( 0 . 5 0 g ) ZlJUz. 1 2 0 C CT 5 Bf f B TO$ L/c 0 KJ£3&7&. ISi: t* U 

7 A . ME.m® L /-i o ?# £ n Sffiftf * •> x ) *> ? )V -h =7 U 9 d v Y7^> 

7 * gfitJ^O. 80g (ItSl 5 6. 0 - 1 5 9. 0"C)£»fc o 
NMRf-^ ( 6 OMH z x CDC 1 3 jg$£. o fit : p p m) 

4.05 ( 3 H. s ) 

5.3 0 (2H, s) 

6.8 0- 7.9 5 ( 9 H, m) 

I^ifeffij 3 5 3 - (2 -^dd-6-7Wd7i-^) - 5- 
4- (2-7;^n-4 - h U 7;^o>f ;K>y^t^y) 7x— ;U] -1 
-y 7-JU- 1 H- 1. 2, 4 - h U TV*-;b (^^##2 7 4) ©Sit 

2 0ml©N, N-^yfMU7i K tr 3 - (2-?dd-6-7;Wo 
7x-=-;u) -5 - C 3 - <; d d - 4 - t For •> 7 * — - l-yf;b-lH 
-1.2, 4 - h U T v-;u (0. 9 0g) fci^S^'J 1 ?^ (0. 4 0 g) 
^IbtlWRT ^ 1ST 2-7 □ - 4 - h U 7 d y > ^;U7 o u K 

( 0 . 5 0 g ) S-flO*. 1 2 0 °CT 5 B# p B TO£ L/c c 5JT4*7*sK gSi: £' U 

7 4 -TfflfJB U 3 W«a 0 . 6 0 g (IK* 10 9. 0-111. 0 °C) 
NMR -r — 9 (6 0MHz, CDC 1 gjgtfU <Mf : p p m) 

4.0 0 (3H, s) 

5.2 5 ( 2 H, s ) 

6.8 0- 7.9 0 ( 9 H, m) 

Mitffl3 6 3 - (2 -^dd-6-7Wo7i-;1') - 5- 

- 1 , 2 , 4 - h V T V" -;U «t&®%r-% 2 7 5) ©^3t 

xf^l/ 2-^ dd - 6-7^tD-^>X'f ; f - h (2. 4 0g) . h 'J .x 
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> (1. 20g) r h ;L-x > (50ml) Us tWF. SiS"C 3 

_^ CD _4_ ( 4 _ j, \) y fry? □ / *f- ;K > v IV* 4- > ) < > W ^ ? ° 'J K 

(3. 5 0 g; *iTU 10 0°CT3il#F a »L^c M^titf^P&--> SlSiSiS 
(I h^x> (50ml) £flO;U 6£7jcT*fci*&s W«JB*HS7KBSffiv 

nv^tilU:. ?#t>n/;W«liS»w^y / K7 v> (0. 9 0 g) 

£?JD;U 1 0 0 c CT 3B$(BHJt#L:fco ElSa*^***©* 

Btx f- ;ufi-&«ift*SHi»«IE t f 5 •> 'J ^ 7 a 7 d v h 77 7 ^ - ti 

U i fi*J«& 2 . 2 0 g 4 3. 0 -4 7. 0 e C) £f»fc« 

NMRf-^ (60 MHz. CDC 1 3 511 : p p m) 

4.05 ( 3 H. s ) 

5.2 5 ( 2 H, s ) 

6.90-7.95 (10 H. m) 



gjfeff>| 3 7 5 - [3-^od-4 - (4 — h 'J ^K^^^tT 
•>) 7i-^j -3 - (2, 6-^7Wd7i-W 
1. 2,- 4-MJTV-;U (ft^«t^2 7 6) ©iSit 

xf^ 2, 6-y7WD^>X^if-h (2. 2 0g) > MJxf^T 
= > ( 1 . 20g) ^h^x> (50ml) U tt^T. IS"? 3 - * n 

D _4_ (4_^ij 7 ;u^-a ^ fyl/O^/bt+y) i^n'J K ( 3 . 

5 0 g) ^STFU 1 0 0°C-C3^fi|^L/Co h ;l/ 

i> (5 0ml) £2J0;Ls ^r±g§ts ^*7KTi5fc»&N W«Ji*«7KBEKv^* •> 
7At%iLt. I#bn/:flli:t; ^ f^t ^> (0. 9 0g) £DD 

g tt&l 2 . 0 0 g (!£.£ 17 1. 0-177. 0 °C) £?#/c c 
NMRf-^ (6 OMH Zs CDC1 3 *g$L o1E : p pm) 

4.0 0 (3 H, s) 

5. 2 0 (2H. s) 
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6 . 



9 0 



( 1 0 H. m) 



m&ffl 3 8 3 - (2 -?OD-6-7;WB7i-^) - 5- [3-?on- 

1H-1, 2, 4 - h U T V - ;b 2 7 7) ©g^5t 

xfjb 2 - ^ n d - 6 - 7WdOX^ c 7 r - h (2. 4 0 g) . MJ x 



^;l, 7 ;> ( i . 2 0 g) ^h^x> (50ml) t£f$T. 1ST3 

_^ DD _ 4 _ (4 _ n)7j\,*ajt h^->^>-^;u^^->) 'OV-f^o'j 
K (3. 7 0 g) £»TU 1 0 0°CT ' 3 BfRfJWH Lfc* SiS^J*«S. 
ii:h;i,x> (50ml) £ttl;L. AtftTkTifei*^ W«IE**G7KBEK 

■7 y * •> * Lfz 0 n^ti tzm&M iz * y > f- ^ t K5^> ( o . 

9 0 g) £JD>U 1 0 0 6 CT- 3BfH8l£#Lfco £J£&7&n KlSiB^tofcftffi 

^-T^U ifitJ^j2. 50g (JBiffll. 5 6 8 0) 
NMRf-^ (6 0MHz v CDC 1 g^SS. : P pm) 

4.00 ( 3 H, s ) 

5. 10 (2H, s) 

6.8 5-7.9 0 ( 1 OH, m) 

gjtjSfflJ 3 9 5 - (3 -7DD-4 - (4-hU 7Mo^ h * •> > ;U * * 
•>) 7 x -3 - (2, 6-^7;^D7i-^) -1-yf^-lH- 

1, 2, 4 - h 'J T v-;b «t^^d^^r2 7 8) ©§^5t 

x^;b 2, 6-y7;l'tD><>X'f;f-l< (2. 20g). MJ^^^T 
i > ( 1 . 2 0g) *hbx> (5 0ml) KjgJS? U tt^Ts EST 3 - ? □ 
o _ 4 _ (4-Hj7;^o/ h 4- "> ^ > V s ^5J" * *> ) o v'^r ;U ^ d 'J K 
(3. 7 0 g) £nSTU 1 0 0°CX'3m^mWLfz o M : &iz}%£m, KJ£*?£ 
i:h;l,x> (5 0ml) ^rtP^> fttfiK. £&7k s WISlfcS&Mffi®" 7 



•> 7 A tgl L /: o # ^ t f if i: t / > f ^ t F 7 v > (0. 9 0g) 
-Q'tftW&. s jRTKBff ® 7^->7i Tftlft L ftEEftffi L rc c zt&i^ £ ^ * "9" > - ft 
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L N |fi^2. 5 0g 3 2. 0- 1 3 6. 0°C)£-?#/c o 

NMRf-^ (6 0 MHz. CDC1 3 <5 fig : ppm) 

-1.00 ( 3 H , s ) 

5.10 (2 H, s) 

6.70-8.20 (10 H. m) 

Sjta&fflM 0 3- (2-^dd-6-7;Wd7x-;1') - 5- [ 2 - ? n □ - 
4 _ (3_^ ao — 5 — h'J 7;U;tn> f-;UhT U'v >- 2 - J )V * 5- : s J f-;l/) 
7 * ji;U] 2 , 4 - h U 7 V - (it^^O^^r 

3 17) ©©it 

3 - (2-;dd-6-7 d 7 x — )V) - 5 - (2-?no-4-fcKo 
4-->>f ;l/7i-^) - 1 - > f^- 1 H - 1 , 2. 4 - h U T V ( 0 . 
5 0 g) * 1, 2 - V > (2 0ml) t-*gg?U 0 e Ci:^iPL/: o 

wtllCTK*^ b V * ^ (601 0. 0 7 g) ZtWTL. 15OT$tto - 
- [I 2 , 3-^^Do-5-h'J7;U?i-ay^;Ut e| Ji>> ( 0 . 3 4 g ) © 1 , 

2 - v 5 > h^->ai^> (i omi) mmzmT u , 3 B#raa£# u *i 0 sjs&Tifc 

D-7h^5 7-f-TflfiU IfittO. 62g» 0 
NMRf-; (6 OMH z> CDC 1 gigjg. SIS : p p m) 

3.8 3 (3 H, s) 

5.5 0 (2 H. s) 

6.8 3- 8.3 7 ( 8 H, m) 

mMMA 1 5- [3-^dd-4 - (3, 5--7^nnt C| Jy>-2-^;^ 

^->^^;iO ;u] - 3- (2-?dd-6-7Wd7i-;1') 

f^-lH-1, 2. 4-h'J7V-;l' ({b^ff 3 3 0) ©Sis 

1, 2--7> h + ->x;> (50ml) \Z7kmiti- h D 7 A (60%, 0. 
1 2 g) £tJQ;L, - 5°CT 1 , 2-yniyx^>(20ral) II 

3- (2-7DD-6-7Wn7i-W - 5- (3-7DD-4-b Fd^ 
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yyr^7i-^) - l- yf^-lH-l, 2 , 4 - h ■) T V - ( 1 • 
OOg) ^VifT L 2 0 £^31^ Lfr c Sfc^KtSfCF 2 , 3 , 5 - h 'J ? n o 
t'ijy> (0. 6 0 g ) © 1 . ^yx^> (2Cral) - 5 C C 

fciRJBISl* y'i*y^*7A^o7 ^'57^ -"Cfflffi! U g StJ^ 0 . 4 0 g 

.(1** 1 5 3. 0- 1 5 5. 0°C) £-*#/c e 

NMRf-^ (60 MHz, CDC 1 3 o ffi : ppm) 

4.06 ( 3 H, s ) 

5.4 8 (2H, s) 

6.7 5- 7.3 0 ( 3 H, m) 

7.5 0-8.0 0 (5 H, m) 

SiiafefflM 2 5 - [3-?od-4 - (3-^DD-5-hU7 JlJr D/f;l/b' 
iJy>-2-^^T->/fil') 7 j.—Jll -3 - (2-^od-6-7 ;U;*- n 
y^—jV) -1-yfib-lH-l, 2, 4 - h 'J TV-JU Ufc-frttft* 

3 3 2) ©g!iit 

1, 2-yy h + -/i;> (50ml) ll7Kmit± h 'J "7 A (60%, 0 . 

1 6 g) £tJ0;U - 5°CT\ 1, 2-->7 h^yx^> (20ml) K 

t3 - ( 2 - ? o a - 6-7JbtD7x-ib) - 5- (3-?Dn-4-hKo 
+ y/f^7x-;H-l->f^-lH-l, 2, 4 - h 'J T V-Jl ( 1 . 

2 0 g) *»T LatS* L fro RJ£»ttC 1 , 2 - 'J/ h * is x * > 
(20ml) jgjg L fr 2 , 3--y?on-5 - h D 7Woy f- ;1/ h e V v > 
(0. 8 0 g) £-5°CTl O^HTtBTL. 5^mmWLiz 0 

;U^^A^o^h^'7-7^ - TfffSli U Ifittl. 1 0 g 4 7. 0 ~ 

4 9. 0°C) £?#fr 0 

NMR-r — ^ ( 6 0 M H z N CDC1 3 ?g$3L of: ppm) 
4.0 6 (3H, s) 
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( 2 H . s ) 



6 . 



8 4 



7 . 5 0 



( 3 H . m ) 



7. 6 0 



(4 H. m) 



8. 3 0 



( 1 H, s) 



gjj#ff']4 3 5- [3-?no-4 - (5 - h 'J 7^*o>f-;L'h t| J y>- 2- 
-OU^-^xy 7i— JlO -3 - (2-^DD-6-7WD7i-^) - 

1 - ^f^- 1 H - 1, 2 . 4 - h U T V - ;U ("ft^#-^ 3 3 4 ) ©Slife 

lt ^->i^ (50ml) KTKStffc'*- h'JOA (6 0%, 0. 

1 2 g) £JD;SU - 5°C©#£PT\ 1 . 2-y> h^->x^> (20ml) 

3 - (2-^od-6-7Wd7i-;W - 5- (3-;od-4- 

ci. o o g) ^jgri i sfi-mmwisKo Kj&mmz^ 1, 2-/yK->x 

^ > (20ml) tli'gi? L/:2-?nn-5 - h iJ7;l/^n^f ;bk C| J v > 
( 0 . 6 0 g ) *■ - 5 e CT'rifT L% 1 5 #I«!J£# Lfc„ KJCSS-fc^Mi:: i* 

•7 •> r> AtSft LMEzSHi L/Co W^tifcSUS^ •> U * y;u* => u ? d -7 
^'77^ -TflHRU ifi*}«&0. 8 0g (ffiflr*l. 5 8 7 9) 
NMRf - ^ (60 MHz. CDC1 3 8£#L : P P m) 
4.06 ( 3 H, s ) 

5.5 7 (2H, s) 

6.75-8.42 (9 H, m) 

W£.®\A 4 5- [4-?no-3 - ( 5 - h U "7 o ^ f - ;Uh° 'J v > - 2 - 
-OM-^->) 7 x— -3 - (2, 6-y7^tD7i-^) - 1 -/fii'- 
1 H — 1 , 2 , 4 - h U T V - ;U (-ffc^S^ 3 7 7) 

N-^f-^-N- (^>-tr>x;U^ — ;U) -2, 6-'^7l^D'(>7'hF7 
'/;^;^d'J K (0. 90g) s 4-?on-3- (5 - f 'J 7;Woy f ^ 
h c 'Jy>-2-'fK^-» K>V— h 'J ^ ( 0 . 9 0 g ) . $gtM£<t&—& 
(0. 50 g) . o-y^DD^>-t?>5ml 1 4 0 °CT 

3 0 £-Mtt# L rt: „ #£P^ 7on*U (1 0 0ml) Ul?gt?Ls ^ 
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NMRf-^ (60 MHz. CDC 1 3 o IS : p p m) 

4.02 ( 3 H, s ) 
6.64-7.98 ( 8 H, m) 
8.20 — 8.38 ( 1 H, m) 

gjjfff'U 5 3- (2-;oD-6-7WD7i^) - 5- [4-?oo- 

3_ (5 _ j. ij 7;b^- D y ^;Ub c U v>- 2 -w;u**->) 7x— ;u] -l-> 

f;l/-lH-l, 2, 4 - h U 7 v-;U ( 3 7 8) ©Sat 

N-yfji'-N- ( p - h ;i/x >7>;w^— ;u) - 2- ^do-6-7;^d'\ 

> V' b K 5 W -f )V 2 o U K ( 1 . 0 0 g ) . 4 - ? n d - 3 - ( 5 - h 'J 7 ;l> 
□ ^ b e u > - 2 - )\s**r •>) O V*- h 'J ^ ( 0 . 9 0 g ) s iSTkia 
ft^"^ ( 0 . 5 0g). o-y^no'<>-if>5m 1 Ol^i^iSzSg 
1 4 0 °CT 3 0 £-Pa1!f # L/c 0 ^oDWi (10 0ml) Ci£P U 

NMRf - 9 (6 OMHZv CDC 1 g&JSU : p p m) 
4.12 (3H, s) 

6.9 2-8.11 (8H, m) 

8.3 3-8.5 0 ( 1 H, m) 

l^ffiJ4 6 3 - (2 -^DD7i-;b) - 5- [2-7DD-4 - (5-hU 

7;i/5i-o> f-;i/t 0 'J v>- 2 --f;u^-^*>) 7x — -1-yf^-lH- 

1 , 2 , 4 - h U T V - ;b ak-^^-t 3 8 9) ©SBlat 

N-^f ;l/-N- ('O -tr >x;U*-=-;lO - 2 - ? □ o'O V" b V J 4 
? n U K ( 2 . 0 5 g ) , 2-^dd-4- (5- h'J 7 /U* a > f - ^ b c 'J v > 

- 2 - -f •>) ^ > v — h D ;u ( 1 . 8 8g) s Sg7K^-ft^lZi^ ( 1 . 
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— / 6 — 

0 7 g ) . o-->'^DD\>t'> (10ml) O^-^-^^TffliSza® 1 4 0 C CC 
3 0 ft?H?fiW L tz 0 }%£Vizk, 9 aD^;bA ( 3 0 0 ml) ffriaSu ^ 

0 s §6^1. 8 7 g (Bi.6 104. 0-108. 0 C C) £'f#/c 0 
NMRf-; ( 6 0 M H z > CDC 1 3 fgjgu 6 II : p p m) 

3.8 8 ( 3 H, s ) 

6.9 0 — 8.4 0 (1 OH, m) 

] 

i 

^MEA 7 3 - {2-9 o;U- 6 - 7;Wd7 * — ;i0 -5- [2-7oo- 
4 _ ( 5 _ |» ij 7;u^-n / =r)V b e U v >- 2 --f ;U#*->) 7*—^] - 1 - > 
f;b-lH-l, 2. 4 - h 'J TV-fr Ul&tott3 9 0) OSlai 

N — y ^ ^U— N — (p - h — ;U) - 2- ^00-6-7^0^ 

>7'tF7 7V'f^7D'J K (2. 2 5 g ) s 2-?no-4- ( 5 - h 'J 7 ;U 
to>f;l/t e 'Jy>-2-'f •>) *C > 7*— MJ ;K 1 . 8 8 g ) . &tK*£ 

4tM—& (1- 07g) o-y^oo<>t*> (5ml) coWL^%^ ; M4 : SlB. 

1 4 0 °CT 3 0 frTSMLW Lfc B /££P^> ? o o*;l/A (3 0 0ml) C^PU, 

SwiCJ:^ IWttl. 54 g (Ml 3 9. 0-14 1. 0°C)£&fco 
NMRf-^ (6 0 MHz. CDC1 3 }£J£ S oMI:ppm) 

3.9 0 (3 H, s) 

6.90-8.40 (9H, m) 

ggafeffH 8 3- (2-^DD-6-7;^n7i-^) - 5- [3, 5- "7 7 
Da _4_ (3_^ nn _ 5 _^)j 7;u^- D y ^;l/t e 'J v > - 2 ;U?4-4-->) 
7 x ^;U] -1-yf^-lH-l, 2 . 4 - h 'J 7 v- ;u ({fc-g^S^ 

4 0 1) O^it 

N-^^^-N- (p- h;bx>x;b^-;L') - 2- ^od-6-7^d^ 
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>v'tF7'/y^^a'JF (1. 0 0 g ) > 3 , 5-v?on-4-(3-? 
D 0 _ 5 _ h ij7;^DyfM: c 'J : J > — 2 — f ;U 3" ) K> V - h 'J ^ 
( 1 . 0 0 g) . «ig<b^Zl^ (0. 5 0 g) x o - oo'O-tr > 5 m 1 

(1 0 0ml) IZfcfRL, ^iMMSs SfrTKSMk* h 'J Q A7jc»*Kx £t£7KTi»L 

N M R -r — * (60 MHz. CDC 1 3 6 11 : p p m) 

4.10 ( 3 H. s) 

6.7 3- 7.5 2 ( 3 H, m) 

7. 8 0 (2H. s) 

7.9 7-8.10 (1H, m) 
8.12-8.2 6 (1H, m) 

^ii:ffiJ4 9 5- [3-?oo-4- (3-^dd-5 - MJ7 fr* o^f ^t e 
'Jy>-2--fM^-» "7 * - 3- (2, 6-y7;^D7x-/L') - 

1 - >f 1 H - 1, 2, 4 - h 'J7'/-^ (^«a#*4 0 9) ©§gjf 

N-^f-^-N- (*C>-tf — ;U) -2, 6 - v "7 7l>:fr d O V t K 7 

V'H^^d'J F (0. 9 0 g ) . 3-70D-4 - (3-^DD-5-h'J7 
;U* □yf;bt ,| Jy>-2--f )\sir*c •>) ^ > V- HJ ;l/ ( 0 . 9 0 g ) . &7k 
ikit%—Wi ( 0 . 5 0 g) s o--;^DD'\>i!>5ml0M^MSS 
1 4 0 °CT 3 0 fl-Wffll£# Lfco #±Pm> ^dd*W (1 00ml) U 

7 0 g£f#/~o 

NMRf-^ (6 0MH 2. CDC 1 3 oil : p pm) 

4.10 ., ( 3 H, s ) 
6.7 2- 8.0 6 ( 7 H. m) 
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8 . 14 — 8. 30 (1H, m) 

MMM 5 0 5- [3-?on-4- (3-;od-5 - MJ7^7ayf^t' 

,j > _ 2 - •>) 7^— ;u] -3 - (2-^Dn-6-7;U'D7i — 

jb) -1-yf^-lH-l, 2, 4 - h y T v-;u 4 1 0 ) OSK! 

NJ _ y f- ;U _ NJ _ ( p - J. JUL > 7s — -HO - 

>'/kK7'/H^n"J K ( 0 . 9 0 g ) . 3 - 7 n d - 4 - ( 3 - 7 d o - 
5 _ h .J 7 D > 7- )V t" y i? > - 2 - -f )\s1r*r •> ) O •/— h 'J ^ ( 0 . 
8 0 g ) N &M*it%—& ( 0 . 4 0g)s o - : s 7 n D<>f > 5 m 1 
i^MSgl 4 0 6 C T -3 0 # RSI tK # L c Y*n'&, 9 a z> * Jl I* 
(1 0 0ml) i:^ilU ^raSEt. *7KK<k^ h 'J O^Tk^gu £t£7jcTifei* L 

Tft^Ls ifltJ^lO. 6 0 g ^flfc, 

NMRf - $ (6 0 MHz. CDC 1 g jg&U 51: ppm) 

4.16 (3H, s) 

6. 92-8. 1 6 (7 H, m) 

8.2 4 — 8.4 0 ( 1 H, m) 

mi&Mo 1 5 - [3-7no-4 - (5-h'J7 fr* n y f- }i> b e y v > - 2 - 
-OU^vO -3 - (2, 6-y7MD7i-il') -l-^f-ju- 

1H-1, 2, 4 - h 'J77"-^ (ft^Mf 4 1 2) ©ISt 

N-yf;l/-N- (O-tf >x;l/*r.;U) -2, 6 - : J 7 JlJr n •<> •/ 1 K 7 
*/ J -T ;U 7 o y K ( 1 . 7 2g) , 3-7UD-4 - ( 5 - h V 7 ^ a y f- ;b 

t e y : J > - 2 - -f 4- •>) < > v - h y ;u ( 1 . 5 0 g ) N WnY&ttM—& 

(0. 85g)sO-^7on^>-tf>(10ml) ?6$Sffig 1 4 0 

"CT3 0#fflHJ£#Lfco #£Pts> ?dd*W (2 0 0ml) KigPL. ^rta 
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NMRf-^ (60 MHz. CDC 1 3 jg&k 5 ffi : ppm) 
3.11 ( 3 H, s ) 



6. S 0-8. 4 0 



(9H, m) 



ggjgffl] 5 2 3 - ( 2 -^oD-6-7^D7;-il') - 5- 

4 _ ( 5 _ |x ij yjitra J f- ;U h e 'J > - 2 --f;l^^->) 7 x^;u; - 1 - > 

X^-1H-1, 2, 4 - h U 7 7- ^ (fh^a#^4 1 3) OUs 

N. N-->Vf;l/twl/A7; K (50ml) i:, 3 - ( 2 - ? □ D - 6 - 7 ;U 
jj-n7xx ;u) -5 - ( 3 - 9 o d - 4 - b Kd* *> 7 i— ;u) -l-yf-;u- 
1H-1, 2, 4 - h 'J T V - ;U ( 3 . 04g)s 2-7on-5-h'J7 

d > ^ ;u b e y > ( l . 7 o g ) „ m&-h >j 7 a ( i . 4 o g ) %mz.m.WT, 

1 2 0 c C-c'2BfrB^DSL^o 7KKot7lfcg£xT-;UT}SaiU 7jcgfe 

¥1132 U Ifl5tt3. 3 0 g 054.5 116. 0-117. 0 °C) *»fc 0 
NMRx — 9 (60MHz, CDC 1 3 »fflE.. oil : p pm) 

4.10 (3H. s) 

6.9 0 — 8.3 0 (9 H, m) 

ggifeffJS 3 3- (2-^od-6-7;^d7x-;1/) -5- [3 7 ;u 
* d 7'^;l/- 4 - (3-7UD-5 - h'J7 d > f-JV h e 'J S? > - 2 ->f 

*JU) 7 x— 7U] - 1 -J f-fr- 1 H- 1 , 2, 4-h'J77-;l' ({^ 

^##4 5 1 ) OWt 

3- ( 2 - 7 o d - 6 - 7;b^-D 7 x— ;U) -l-y^^-5- ( 3 7 
;W d 7 r ^ - 4 - t K d > f ^7 a - - 1 H - 1 , 2, 4 — h U T 
7 - 7U ( 1 . OOg) rl, 2 - v y h 4- •> x 7 > ( 2 0 m 1 ) IZfeM U 0 °C 
ICfciPLfco mi^Jcf^h'J^A (6 0%, 0. 0 8g) £iD;U 3 0^ 



mWLtZo ::i:2, 3-v?oa-5-hy7 /l^ D>f;l't t 'Jy> ( 0 . 
4 4 g) ©1. 2-S>> h^->x^> (1 0ml) Mt'STU 3 B#|HM*# L 
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% 7km U > M7k BTcBS "7 y * •> a T fgjft & ^ESI t-55 LwCc »fc ti A: ■> ^ 

* y 7 A ^ o'-7 h ^7 7 f -TfllS! l/s IWttl. 0 0g 12 3. 0 

-12 7. 0 e C) £»fc 0 

NMRf-; (60MHz, CDC 1 3 o II : P P m) 

4.08 ( 3 H. s ) 

5.7 3 (2H. s) 

6.85 — 7.40 ( 4 H. m) 

7.7 5 - 8.2 7 ( 4 H, m) 

MiSfflJ 5 4 3 - ( 2 -?dd-6-7Wd7i-^) -5 - [3 °- 7 ;U 
D7'f;l/- 4 - (5-t>'J7;^D> f/l't' 'Jy>-2 -fW*'»^)' 
•7i-r_;Uj - 1 -yfil'- 1 H - 1, 2, 4 - h 'J 7 V - ^ Ut£<®}^ 
4 5 3) 0^3t 

3- (2 on- 6 -7WD7 x— AO - 1 - y f-JU- 5 - ( 3 — 7 

■ 

^D7*f^-4-bF'oTy>f;l'7x-;l') -1H-1, 2, 4 - MJ 7 
y"-;U(l. OOg) rl, 2-^> F4 i ->x^> (2 0ml) i:MU Ot 
trfcapLfco ZtitlTK*^ h U * A ( 6 0 9-6, 0. 0 8 g) fcijn*.. 3 0#IB 
t5£J£ Lti 0 ::i:2-^od-5 - h'J7 n > f-;U t e 'J > ( 0 . 3 6 g ) 
CD 1 . 2-->7 h^->x^> (10ml) «ITL^ 5B£Mtt#Lfc. KJ£ 

A7A^D7h^77-f--CflHIU IW«!0. 7 0g 5 0 2 0) 

NMRf-; (6 0 MHz. CDC 1 3 51: ppm) 

4.12 ( 3 H, s ) 

5.7 0 (2 H, s) 

6.80 — 8.53 OH, m) 

g¥a£ff»] 5 5 3 - (2 -7Dn-6-7;.l/tn7i-W 

[3->?-;i>-4- (4- h'J7 ^^d- ay h 4- •> 7 x — ;u) 7 x — ;uj - 1 H - 

1, 2, 4 - h >J T V"-;U ({t£<®}^4 5 7) Ofiafe 
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K^'/MMd'JK (1. 5 0 g ) . 3-yf;b-4- (4- h'J7;^D/' 
|s jfc •> 7 - K> >/— h V Jl ( 1 ■ 4 2 g ) > $R7kJ£ffc£ — #c ( 0 . 

9 0 g; N ? DoO-tf > (1 0 ml) ©i^riMS^ H0tt3 0 
M^LfCo #£P&> ? DD*;bi ( 3 0 0 ml; jri^PLs ^V±a@S. ^rTKBSE-fk^ - 
M;0A7kig$U ^±t7KTi5fe^L/-o ftirffizKBSffi-*?'* yOAtSilt, ?Jo 

tel. 64g (Sfil 17. 0-12 2. 0 e C) £»fc 0 
NMRf-^ (6 0 M H z N CDC 1 3 6 fit : p p m) 

2.2 3 ( 3 H, s ) 

4.10 ( 3 H, s ) 

6.9 0 — 7.7 0 ( 1 OH, m) 

gjitffiJ5 6 3 - ( 2 - ? o o y x — ;u) [ 4 - ^ f-^- 3 

- (5- h'J7;^D^f;l't 11 Jv/>-2-^^tT-» 7i-^j - 1 H - 

1, 2, 4 - h 'J T'/-^ ({t^t^5 0 9) OfiiS 

jvj _ y sf- ; u_ jsj _ ( P - h > x ;!/*.=. ;10 - 2 - ? a □ - > •/ 1 K 5 v 
y^;^n'JF ( 1 . 1 g) . 4 - > 3 - ( 5 - h U 7 o ^ f-^ t" U 

> - 2 - -f 4- '>) ^ > V— h U 7U ( 1 • 0 0 g ) . HTKig-ffcM— ( 0 . 
60g) > o - y ? o n O-tf > 5 m 1 OiR-&tt*«a*Sffl« 1 4 0 °CT 3 0 #Pb1 
JtJfL/Co #£P£U ?nn*;UA (1 0 0ml) Ki§JS¥U ^i&M£s ^lYM^ti- 
Y >J 9 A 7k?£-/£ . Tife* L/Co & K &zK8it® ^ * •> * ^ "Cft* L, T > 

NMRf-^ (60MHz. CDC1 3 ?gJ&> 6iS:ppm) 
2.2 6 (3 H, s) 

4.07 ( 3 H, s ) 

6.95-8.16 ( 9 H, m) 

8.36-8.52 ( 1 H, m) 
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MjjHgj 5 7 3 — (2 -? do — 6 - 7^tn7i-^) - 1 — > ^' - 5 — 
r 4 - y f- ;u - 3 - ( 5 - H 'J 7 iv* □ > f- ;U t c 'J > - 2 - -Y jut!" 4- •> ) 7 - 
^;Uj - 1 H — 1 , 2 , 4 - h 'J T V - ;u 5 10) ©Sit 

> 7 t K 7 7 V -f ;U 7 d ij K ( 1 . 1 0 g ) s 4 - /• x ;u - 3 - ( 5 - h 'J 7 ;u 
?r d y t- ;U t c 'J >' > - 2 - -f ;u^r^r •>) ^ > 7"- h U ^ ( 0 . 9 0 g ) s JRtMS 
itM—gi (0. 6 0 g ) s o-v7nDO-tr>5ml © fH^^ ^fSrSfflffi 
1 4 0 C CT 3 0 frffimW Lfz 0 }%m&. ^o*;^ (10 0ml) ir&fl? U 

BiWit^ t?Z>'> 'J * y IV id =7 A 7 n h 7' 5 7 * - Tit Si L > i 6*1 0 . 



6 0 g£?#7t e 

NMRx-7 (6 OMHZv CDC 1 ^ &f£ N 51: p p m) 

2.2 4 (3 H, s) 

4.12 (3 H. s) 

6'. 8 5-8. 0 7 (8 H, m) 

8.36-8.52 ( 1 H, m) 

WtkWi 5 8 3 - ( 2 - 7 n □ - 6 - yiVTiro y ^— iV) - 5- [4->h J r-> 
-3 - (5- h'J7 o 7- f- ;U t e 'J v > - 2 — f ivir ->) 7 * — ;U] - 1 H 
- 1 , 2 , 4 - h 'J T 7*-;U (^ifel#-§- 5 16) Ofi'afi 

N-yf/l'-N- (p - — ;u) - 2- 700-6-7^0^ 

>7'bF77'y^;^D'JF (1. 0 0 g ) > 4 - / h * •> - 3 - (5- h'J7 
iVit d 7 ^iV¥ 'J v > — 2 — -< ->) K > 7*- h U ;U ( 0 . 9 0 g ) > 

t&itM—& ( 0 . 50g) , o - v>7 o o'O-tf > 5 m 1 ©ffi£'tt£:7iiSiSg 
1 4 0 °CT 3 0 #IHHItt$ L^c #±!J&. ^noWA (100ml) t-igfl? U 

•7 a T'^-j^ l t N m.E.mm Ltz 0 z © * ^ * -9- > - i^ss ^ Mg^mm % 



5 0 g^n^ 
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NMRf-; (60MHz, CDC 1 3 jgJ£ N 6 fig : p p m.) 

3.85 ( 3 H, s ) 

4.14 ( 3 H, s ) 

6.92-8.08 ( 8 H, m) 

8.35-8.52 ( 1 H, m) 

MitflJS 9 3 - (2, 6-y7;Wn7i-/l') - 5- [4 - J h ^ 7 - 3 - 
(5-h l J7Wn^;H: I1 Jy>-2--f;Uiy) 7i — ;U] 

- 1 H — 1 , 2 , 4 - H y T v -;u UtSVd^-^ 5 17; <Z>Sgai 

N->f ^-N- (O-tf yxJl>* — J\s) -2, 6-y7WD\>7hF7 
'/^;^a'J F (0. 7 0 g ) s 4-^ Ftv-3- (5-HJ7;^d>t 
;U t c «J > - 2 - f 4- •> ) ^ > •/- HJ ;u ( 0 . 8 0 g ) s $R7}c£{fcSg~& 
(0. 5 0 g ) s o-y^DD^>f>5ml CDiS-&*2)£ii&&g 1 4 0 °CT 
3 OfrmmWLtZo <%mk. ?no*W (10 0ml) CSflKU ^tal£% 

-TS*>»J *W7A? n^? h?'5 7>f -TftlgU gfitJ^O. 3 0 g*»fc c 
NMRf-^ ( 6 0MH z s C D C 1 3 igfiU oil : p p m) 

3.8 4 ( 3 H. s ) 

4.10 (3 H, s) 

6.7 5 — 8.10 (8 H, m) 

8.3 0-8.4 7 ( 1 H, m) 

SSfifeflJ 6 0 3 - (2 -^nn-6-7;^D7i-;l/) - 5- [3 - (3-? 
a o - 5 - h U 7Wd^ t° 'Jy>-2 - >f ;U * * •> ) - 5 -> h 7 7 ^ 

— ;U] - 1 - >f 1 H - 1, 2, 4 - h y 7 7'-;U 5 2 3 ) © 



N-^f-^-N- (p - h ;U.x >x;l/* — ;U) - 2- 7oD-6-7;l'tn / < 
> v t K-7 TV -< n y K ( 0 . 9 0 g ) . 3 - ( 3 - t o o - 5 - h y 7 JU 
tD^il/fJ-^-S-^ ->) - 5 - / h 4^ -7K > */ — h'J;b ( 0 . 

8 0 g ) . mM&<t&—&L (0. 8 0 g ) . o-y^DDO-b'>5ml 



WO 94/24110 



PCT/JP94/00629 
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ftriiSSS 1 4 0 C C c 3 0 # B m ^ L rc 0 <•£ £(] Is . 7 o o * ;U A 
(1 0 0ml) iriSSSU SfirtgBfs SMcffirt:-*- h 'J ^atK^JS. fttft7jcTi5t^L 

NMR-r-^ (60MH2s CDC 1 3 it^ ol : p pm) 

3 .9 2 ( 3 H. s ) 

4. 12 (3H, s) 

6.85 — 7.53 ( 6 H, m) 

7.9 6 — 8.0 6 ( 1 H, m) 

8.23 — 8.40 ( 1 H, m) 

Mitffl] 6 1 3- (2-?d/1'-6-7Wd7i-W - 5- C 3 - t h 4- •> 
_ 4 _ (5_ h .j 7 nyf;l/t tl Jy>-2-'f ;U^4" 4- •>) 7i-^] - 1 - 

2, 4-hUTV*-7U «t<&%B^ 5 2 4 ) 
nj n - (p - h;H>7;l/*i AO - 2 - ? o;U- 6 - 77U3-UK 

> V' t K 7 '/ y -f 71/ ? d <J K ( 3 . 7 5 g ) s 3 - / h 4- •> - 4 - ( 5 - h D 7 

Dyf^t e, J y>-2-^f + •>) O V — h U 7U ( 3 . 0 3 g ) . $RtK 
i&<tWi—& (1- 70g) x o-y?DD^>-tr'> (1 0ml) OiftjH&^rffciS 

1 4 0 °CT 3 0 fl-BttHs Lfco #£p'#s 7dd*U (3 0 0ml) Kj&i? 

a^JRMi&filt-f 5 •> 'J o-7 h7'?7^ -TfflNK L^*^>"eSfe 

NMRf-^ (6 0MH z> CDC 1 3 ^$£. 51 : p P m) 
2.9 7 (3 H, s) 

3.0 7 (3 H, s) 



i^jgffi] 6 2 3 - (2-7DD-6-7Wd7i-;1') - 5- [4 - (3-v 7 
n n - 5 - MJ7 D^f;l'h !| Jy>-2-^l'tiy) - 3 - / h 4- > 7 s 



6. 



9 0 



8. 3 0 



(9H, m) 
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wm 

>7t F (0. 9 0 g ) x 4 - (3-?DD-5-h'J7^ 

^•Dyf^t ,| Jy>-2--f^tTy) - 3 - '/ h 4- > < > V — H 'J ^ ( 0 . 
9 0 g ) . ftzKtgffcS ~i& (0. 50g) . o - > ? n □ ^ > -if > 5 m 1 
<% £ £ S 1 4 0 C C c -3 0 # m m W L tz o # iP ffe > ? o o * ;u A 
(1 0 0ml) Ki&JWU ^KSSHt^ h 'J tfAjKifiiBu ^ig7jcTSfe^L 

fz a <% IZ ^tKBSBS ^^yOA T'f&^K Lt, SEiliLto C <Dil^8 s K^£•' > ^^ ! -0■ 
> - §HS x ^ ;US^-««E * 5 M <t * 2> •> 'J * ^ ^ * 5 a ? o -7 h 5 7 >r - 

TffiSLs IfitJ^O. 6 0g^#/: o 

NMRf-; (6 OMH z. CDC 1 gigjg. oil : ppm) 

3.8 1 (3 H. s) 
4.13 (3 H, s) 
6.90-7.60 (6 H, m) 

7.9 3-8.0 6 ( 1 H, m) 
8. 16-8.3 0 (1H, m) 

Mj£#iJ6 3 5 - (2 -^dd-4 - A^y;i/7i-;l/) - 3- (2-^dd7 



u -it 



N-^f;l/-N-7j-;l'7Wi^-2-^DD'<>X7; K9V> (3. 
24 g) . 2-y-no-4-^^r-> Jl>< >7V^^d'J K (3. 3 7 g ) 

4&&7&s&£i 70-18 o°ci:-4mmmwLtz 0 m-^^m, mm^*** 

tax.* ^^m^7K : ScLtz c &lZ&frffi&-??*>'0J*~Clt1lkL* mS."MULtz 0 
;n7h/77^--CfS»U IW^O. 8 5g(JgJffil. 5 8 3 0) ^# 
NMRf-^ (6 OMH 2. CDC 1 3 ?g|^. <5 lit : p p m) 



0.9 0 ( 3 H, i 
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1. 00—1. 90 ( 8 H , m) 

2.6 7 ( 2 H. t ) 

3.87 (3H, s) 

7. 10-7. 60 (6 H. m) 

7.90-8.05 ( 1 H. m) 



-? v > 

N — > 5=- ;U — N — >-tf > 7. ;l/*^.;U) - 2- ^nD<>X't K W ;b 
? a U K (17. 2 g ) £N, N-y^M>;^7; K (100ml) IZfeM 
Ls 7>^-7A'X^A^^^ 6 0- 7 0 c CT 1 3 Bf IHMJE# Lfc 0 ft*P^ 
gfci£x^5 0 0 m 1 izmmt, 7jc&L/c c ^fr^7j<5niit^^"^ •> -7 - "ef£*l? L 

9 4. 0-9 6. 0°C) £?#7^ 0 

NMRf - ^ (60MHz. C D C 1 3 ?gi£s of: p pm) 
2.7 5 (3H, s) 

5. 80 (2H, s) 

7.10-8.00 (9 H, m) 



2 3 - (2 - 70D-6-7;^D7i-^) - 5- (3-7DD-4 
f ;i^7 i-/V) -1-yf^-lH-l, 2, 4 - h U T v-;u©M3£ 
N-^ ^;U-N- (p - h;UjL>x;l/*^;l/) - 6-7^d^< 
>V'h F'7VV^;1'^d'J K C7 . 5 0 g ) . 3-7dd-4-> f-;^ > V - 
h U 7U ( 3 . 3 3 g) N teMfiffcT-M/S-tfA (3. 0 0 g) > o-v^noK 
>-tf> (20ml) OS^^SSiag 1 4 0 °CT 1 L/Co #£PtzK 6 

#3g-ffij 3 5 - (4-7'n€yf;l/-3-7DD7i-W - 3- (2-? no 
-6-7^tn7i-Jl') - 1 f 1 , 2, 4 — h V T y'-^O^it 
G3£*L£» (50ml) i:3- (2-^nD-6-7^o7x-^) - 5 - 
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(3-^DD-4-yf)b7x-;b) -l-^f^-lH-l, 2, 4-MJT 

V- )\> ( 3 . 3 7 g ) N N - 7 d * =j ? BK 5 K ( 2 . 1 4 g ) . T 7 t" X -Y 

7 ( 3 0 m g ) £*D>U «#T 1 Bf RgfiD&ilftE U/c e 5^°^ 

&%£mT-m%d*m&) u m^ioiil/: 0 ?# s> * /cassia* > -s* 



U §^2. 51g (M 1 2 4. 0- 1 2 6. Ot) *»fc. 

4 5- (4 -T-tr h^-->> 3 a D7 x — iV) -3- (2-? 

dd-6-7;^d7i-^) - l-yf/l'-lH-l, 2, 4 - hU7 7-^ 

N, N - 'st f;^>;l/A7 ^ K ( 2 0 0 ml) tr 5 — (4 - 7'o^&> f-;U- 3 
-?DD7i— ;U) -3- (2-?DD-6-7i^D7i-^) - 1 -yf^ 

— 1 H — 1 , 2. 4 - h 'J T V - JU ( 2 4 . 3 g ) > IfcSS *'J^ (29. 

0 g) *flD;L, 1 3 0°CV 3mmmWLtz 0 £JE»-&4&*Mi::fciPSU TkCSE 

-f£ •> U *^*7i? ^*77^ -"CflNKU SStJ^l 1 • 8 g 
NMRf - ^ (6 OMH z. CDC 1 3 *g$g. 51: p pm) 

2.13 (3 H, s) 

4.0 7 (3H, s) 

5. 24 (2H, S) 

6.9 0- 7.8 5 ( 6 H, m) 

#^-fflJ 5 3- (2-^DD-6-7WD7i-/l/) - 5- (3-?od-4 

— t FDT->yf ;i'7i-;l') -l->f;l'-lH-l, 2, 4-MJTV-^ 
©Kit 

5- (4 - T-tr FT->^il'-3-^OD7i-W -3- (2-?od-6 
-7;b^-n7i— AO - 1 - J 1 H - 1, 2, 4-h'J TV—fr (1 1 • 

1 g) *i*/-A> (5 0ml) i7K (2 0ml) Ol^»i:§^Ls TKK'ft 
tMJ^A (2. 3 g) £U0;U fflTl B#l«SnfftaBlE Lfco 3£2SK?ftiP^ £ 
j£ffi^feKft»i*-A/£fln;U 7KgfcL/c 0 2fetr«t7KlSlttt^^* ->«7ATiaSU 
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Us S6-J#)6. 7 g 1 1~1 1 3 C C) ^#/: c 

NMRf-^ (6 0MHzs CDC1 3 ££gL of : ppm) 

3.5 0 (1H, t) 

4.05 ( 3 H. s ) 

4.7 5 ( 2 H. d) 

6 . 9 5 ~ 7 . 7 0 (6H,m) 

6 3 - (2-^DD-6-7WD7i-;l') - 5- ( 3 - 9 o □ - 4 
- t Kd*->7 x-;W) - 1 f-^- 1 H- 1 , 2, 4 - h 'J 7 */-^©»a6 
o-v?OD^>-ir"> (2 0 0ml) II3-^dd-4-> h 4r->"C> v — h 
<j;U (4 0. 3 g) s ^7j<tg<tm-^ (4 2. 2 g) £JD;U «8HF 1 2 0 c C(l 
iQ1ftLrt: 0 COffi-fr'&tC o - V? d o^>-tr> ( 3 0 0 ml) llj&P L/cN - > 
^.^-N- ( p - ;b) - 2 - ? a a - 6 - 7 o O v' t K 

7VV-f;^D'J K (6 2. 9 g) £ 1 2 0°CT$£$rF3 O^lfrlTls $ 

2 0 6 C-c-3B#F a m^L^c MirMtf^ KJ£z&-£%i£:*:ft©7.KK*#* 

n o sh ;U A Ttfc tti U/Co l#t>n/:IHli: 1 0%N a'OHTKftSS (2 0 0ml) 
i25%7 >^&-T7K (2 0 0ml) *Jnx. 5 0 °CT 1 B# IHltX^ Lfco £ffi?fr*P 

mmmm & 7K t • gfe^- l . srtkbrk * •> o a -ck* l ^ mje^m l > 3 - (2 

-/7DD-6-7 D7 i — 7b) - 5 - ( 3 - ? n O - 4 -J h^->"7i — 

710 — 1— >f-7U-lH-l, 2, 4-h'J77'-^oaMT0. 5g^# 

to 

<>-tr> (3 0 0ml) t:3- (2-?nD-6-7WD7x-ii') - 5- 
(3-^DD-4-y h^->7 x-^) 2, 4 - h U 

Ty-^OfiilSte (7 0. 5 g) s &7Mfrfll7 ^ i - A (8 0. 0 g) £Jn 

TtttBL/Co Wt>tltzmmm*7k : fc'ik, 2 0 96 N a OHzKiSifcTffittJ U zRJi£ 



6 4. 2g» c 
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NMRf-^ (60MHz. CDC I , of: p p m'j 

-5.10 ( 3 H . s ) 

7 . 00-7. 90 ( 6 H, m) 

10.85 ( 1 H . s ) 

t;u* u- Ml^fcij b?i5o MSb^Jt Ltljv *;u#4-->y ^;i"tr;uo - 

»3ffl *fcl*tfc»J£* 0. 0 5- 2 0 % CM) . »s L < 
14 0 . 1 % - 1 0 9 -6 cmfi) © fag £ if His* © *< «k l ^ o H3W £ ^ J* tKIWJ i 
-T**£li0. 5 - 8 0 96 (II) tfiMm-CnZo & k L < 14 1 ~ 6 0 9-6 (J? 

£|J© i 9 C^OsK^tS^!^ fi^i LT 1 0 0 0. 0 5 g 
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~ 5 k g . 5f k L < 0 . lg~lkg ©fEHI/J N Z>M&%»&<D&£ ^ r- . ?L 
*|J Ik 7K fD M t -t Z> ^ ® =k 9 f& & "C ffl & ^ is . 0 . i ~ 5 . 
0 0 0 p pm. £ L < li 1 ~ 1 . 0 0 0 p p m©f5S^ £5®;Ot^©^=fc i^o 
*2£BS©?£5u ?£^AiJ(i. itfiO&AS'K IxM^iJ. IEt4. MIM^g.S'J^l 



I 

1_/ 



{t&%?) (41) 3 0 96. •> ? / > 2 0 96. # 'J vif ^ >T^^- 

J[/T .j -^x-f M 1 96s Tv'U^^^O-^^^^^^K^^^^^ 4 9o^c>'y 

-ffc^ ( 3 8 9 ) 4 0 9-6. 3g^.± 1 5 9-6. ? U - 1 5 96. * 7 h # - *' > 
2 5 96. 9 >iSXJ\y*>&i- HJ 7 A 2 9-6£D c, J ^>x;U*>I£ 

it-&%3 ( 1 1 6 ) 2 96. mm± 5 "/oJ&V ? ^ ~ V 3 %^-i:ii^ltt8 

msuaj 4 ta»j 

4t&<%B (4 1) 5 96. 5 7 *)-j\sT 3- frlffl&x-^-T h 'J 7Ata2%. 
U ^'j^ >x;U* >g£^- h 'J 7 A 5 9-6. •> / t- JV-te jlv - 7, 2 9-6^D c i7 

u-8 6«^-i:S^t5o zoiS^l 0 0fifi^I3{i7K2 0 1135** 
X.TS'p L. 1fffi3£SfE*£:ffi^T 1 4-3 2> •> J L©tt«HlDXL*:0-&N 

&3&R<D h 'J T V fix h f'-r a 7 -tr i?n 7 t y h t"0 
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fcJfc«SS#Ja~bli#gBBg5 6 - 1 5 4 4 6 4 ^aiflai«^*J^T<k 3 T'7j^ 



Jt^HSUa : 3, 5 -fx ( 2 - ? n n 7 * - 1 1 H - 1. 

2, 4 - h "J7 7-A/ 

ifcKaiJWb : 3- C2-^DD7 i— ;b) - 1 - y f-^- 5 - (3-yf^7i 
-;b)-lH-l, 2, 4-h'J77-^ 

JfctSESfclJc : 3 - (2 - ^dd7x- ^1*0 - 1 - ^ f-^- 5 - (3-?no-2 

-yf;i/7 - 1 H- 1 , 2, 4-hUTV-^ 
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[57] ABSTRACT 

According to the present invention, there is provided a 
continuous method for the production of retarded pharma- 
ceutical compositions by an extrusion process. A mixture of 
an active material, a low and high melting lipid or lipoid 
components is introduced by means of an extruder screw 
conveyor into a preheated extruder and brought to a tem- 
perature which is at most about 4° C. above the melting 
temperature of the low melting component at a pressure of 
about 200 to about 600 kPa(N/m 2 ). The mass is extruded 
through a nozzle plate with a nozzle diameter of about 1.2 
to about 4 mm and subsequently cooled, and if desired, 
granulated 
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PROCESS FOR THE PRODUCTION OF 
RETARDED PHARMACEUTICAL 
COMPOSITIONS 

This application is a 371 of PCT/EP93/01289 filed May 
21, 1993. 

FIELD OF THE INVENTION 

The present invention is concerned with a process for the 
production of pharmaceutical compositions with retarded 
liberation of active materials. More specifically, a mixture of 
an active material, and a low and high melting lipid or lipoid 
components are introduced by means of an extruder screw 
conveyor into a preheated extruder and brought to a tem- 
perature which is at most 4° C. above the melting tempera- 
ture of the low melting component at a pressure of 200 to 
600 kPa (N/m 2 ). The mass is extruded through a nozzle plate 
with a nozzle diameter of 1.2 to 4 mm and subsequently 
cooled and, if desired, granulated. 

BACKGROUND 

From EPO 043,254 is a known process for the production 
of pharmaceutical compositions with a retarded release of 
active materials which is based upon a selective melting 
process of at least two lipid or lipoid components which 
have a retarding action for pharmaceutically active materials 
mixed with these components. Retarded release, or a more 
commonly referred to as sustained release, concerns the 
timed control of the liberation of active materials from 
active-material containing compositions and especially from 
pharmaceutical compositions. Retarded release 
compositions, therefore, achieve a prolongation of the 
period of action and avoid too quick and/or too concentrated 
a release of the active materials in the compositions, and too 
high of peaks of the blood or tissue levels, which can lead 
to undesirable side effects. 

The process is characterized in that 

(a) the active material is finely divided; 

(b) the active material in finely divided form is mixed not 
only with a finely divided, high melting lipid or lipoid 
component but also with a finely divided, low melting 
lipid or lipoid component, the weight ratio of the two 
lipid or lipoid components thereby being in the range of 
from 1:5 to 5:1; 

(c) the resulting mixture of active material and lipid or 
lipoid components is brought to a temperature which 
lies above the melting point of the low melting com- 
ponent but below the melting point of the high melting 
component, the active material and the high melting 
lipid or lipoid component thereby being uniformly 
dispersed in the molten low melting lipid or lipoid 
component; 

(d) after the melting of the low melting component, the 
resulting mixture is allowed to cool below the melting 
point thereof; and 

(e) during the cooling or thereafter, the resulting mixture 
is granulated, the statements "low melting" and "high 
melting'* thereby being used with reference to the 
relationship to one another without including any par- 
ticular melting points. 

Although it has already proved to be technically useful, 
the said process has certain disadvantages which, in 
particular, impede a continuous and automatically controlled 
production process. Thus, hitherto, it has not been possible 
to carry out the melting process continuously. In the Patent 



Specification, it is admittedly suggested, inter alia, to bring 
about the melting of the low melting component solely by 
means of the frictional heat of an extruder and, in this way, 
to omit a separate heating of the mixture. However, experi- 

5 ments recently carried out have shown that the frictional 
heat of an extrusion process is not sufficient completely to 
melt the low melting component. Therefore, the extrudate 
obtained is inhomogeneous and cannot be used for the 
granulation or other working up to give a medicament, 

to Consequently, hitherto it has not been possible homoge- 
neously to extrude the partly melted product. If, now, an 
attempt is made to increase the frictional heat by increasing 
the speed of rotation of the screw conveyor, then, without the 
working temperature increasing substantially, surprisingly a 

15 deiruxing takes place and, due to an extreme pressure 
increase in front of the nozzle plate, the extruder is some- 
times stressed as far as a material destruction (breakage of 
the screw conveyor) without it having been possible to 
achieve the desired effect Consequently, according to EPO 

20 043,254, as previously, each batch must itself be mixed in 
appropriately dimensioned vessels, heated and again cooled 
within a previously determined period of time scheme. This 
is not only time-consuming but is automatically involved 
with many empty runs for cleaning and resupplying between 

25 the actual production batches. According to the previous 
production process in a 114 kg capacity planet mixer, the 
heating up time up to the melting range of 58° to 60° C. itself 
amounted, for example, to 1 hour. Furthermore, the material 
loss, Le. the loss of active and adjuvant materials which 

30 remain adhering to the walls of the vessel and which, as a 
rule, are lost in the course of the cleaning process, is far from 
negligible. A further disadvantage of the process is that, after 
completion of the melting process, the final mixture is 
obtained in large lumps or as a melt cake which must first be 

35 removed from the melting vessel by manual shovelling and 
must men be comminuted before the final retarded mixture 
can be transferred to a granulator. 

However, attempts to use an extruder with additional 
heating also initially failed completely. Even with the supply 

40 of heat, it was. namely, first not possible to produce an 
extrudate. Starting from the obvious assumption that the 
very short residence time of 2 to 5 minutes of the mixture in 
the extruder required a high melting temperature, as melting 
temperature there was chosen a temperature range lying only 

45 slightly below the melting point of the high melting com- 
ponent As was to have been expected, the low melting 
component was thereby melted but, at the same time, an 
unexpected squeezing effect occurred which resulted in the 
low melting component being separated from the remainder 

50 of the mixture and being pressed in molten form through the 
nozzle plate. The mixture remaining in the extruder was thus 
separated from the "lubricant** and solidified. The frictional 
resistance thereby increased to such an extent that the 
extruder was stopped. Attempts to overcome this problem by 

55 a variation of the speed of rotation of the screw conveyor or 
by reducing the diameter of the nozzle were unsuccessful. A 
reduction of the temperature was not carried out since, due 
to this means, only a further impairment of the results was 
to have been expected. In the case of this consideration, it 

60 was, in particular, taken into account that a lower melting 
temperature would automatically undesirable prolong the 
period of residence of the mixture in the extruder but the 
deleterious squeezing out effect can, therefore, thereby not 
be favorably influenced because, upon reaching the nozzle 

65 plate, the whole of the low melting component must be 
present in a molten state and, consequently, under the 
pressure of from 200 to 600 kPA (N/m 2 ) prevailing in the 
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extruder, would be squeezed off just as in the case of higher 
temperatures. Any kind of temperature influence on the 
squeezing off effect was not to have been expected. 
Furthermore, it was to have been expected that slow heating 
up and, consequently, low temperatures in the heating up 5 
phase would not only reduce the throughput but would also 
require a very long compression path and thus expensive 
apparatus. 

It is an object of the present invention to overcome the 
above-mentioned disadvantages and to provide a fully auto- 10 
matic and continuously operating melting process according 
to EP-PS 0 043 254. 

SUMMARY 

Surprisingly, we have now found that, contrary to expec- 15 
tations and hitherto inexplicably, the harmful squeezing out 
effect in the case of a simple reduction of the working 
temperature into the lowest possible range disappears com- 
pletely and that, consequently, the mixture known from and 
suggested in EPO 043,254, in spite of the many previously 20 
unsuccessful attempts, can. without special change of the 
composition and especially without any additions for the 
modification of the friction, be extruded to give extrudates 
which are outstandingly suitable for further working up 
when the well cornminuted and pre-mixed powdered mass is 25 
subjected to an extrusion process at a temperature which lies 
at most about 4° C above the melting temperature of the low 
melting lipid or lipoid component at a pressure of about 200 
to about 600 kPa (N/m 2 ) and the partly melted and well 
mixed mass according to EPO 043*254 is extruded through 30 
a nozzle plate with a nozzle diameter of about 1.2 to about 
4 mm. 

BRIEF DESCRIPTION OF THE DRAWING 
FIG. 1 is a cross-sectional elevation view of an extruder. 35 

DETAILED DESCRIPTION OF THE 
INVENTION 

According to the present invention, the temperature in the 
extruder is to be not more than about 1° to about 4°, 40 
preferably about 1° to about 3° and most preferably only 
about 1° to about 2° C. above the melting temperature of the 
low melting component. Thus, the temperature of the heat- 
ing mantle used must be correspondingly so adjusted that 
these temperature ranges are maintained in the mixture to be 45 
worked up over the whole length of the screw conveyor. 
Only shortly before passing the nozzle can the temperature 
be lowered to the region of the temperature of solidification 
of the low melting component when, by means of a sufficient 
speed of conveying, care is taken that this component can 50 
solidify only after passing the nozzle plate. 

However, even when the temperature lies in the above- 
given optimum range, a usable, i.e. granul arable product 
which can be converted into a pharmaceutical is only 
obtained when, at the same time, the diameter of the nozzles 55 
is adjusted to a size adapted to the process. If the nozzle 
diameter is less than about 1 mm, then the nozzle plate 
becomes blocked up and the extruder is stopped by the 
increasing friction, which can result in considerable damage 
to the machine. If, on the other hand, the diameter is too 60 
great, i.e. greater than about 4 mm. then a product is 
obtained which admittedly appears to be usable but which, 
in actuality, is only melted on the surface. There is. as it 
were, obtained a tube with a melted-on wall and a powdered 
filling. Thus, here, too, it is important to find the correct 65 
diameter range. This is about 1.2 to about 4, preferably about 
1.3 to about 3 and more preferably about 1.5 to about 2 mm. 



The speed of rotation of the screw conveyor(s) is, corre- 
sponding to the extruder used and to the mixture to be 
worked up, to be so adjusted that the process pressure of 
about 200 to about 500 kPa (N/m 2 ) aimed for is achieved. A 
typical range of speed of rotation for an extruder with a 
screw conveyor length of about 1200 mm is, in the case of 
a melt pressure of about 200 to about 600 kPa (N/m 2 ), from 
about 50 to about 200 rpm. 

In comparison with the process known from the above- 
mentioned prior art, the process according to the present 
invention possesses considerable advantage. Due to the 
continuous method of production, the finishing time for a 
unit amount can be considerably reduced. For example, for 
the production of 450 kg of granulate hitherto 16 working 
hours were needed. By means of the process according to the 
present invention, the same amount can be produced in only 
4 working hours. The actual production time is thereby 
reduced by about 50%. The extruder requires less space and 
operates very economically. For example, with an extruder 
with a screw conveyor length of only 1400 mm, 110 to 130 
kg of extrudate can be produced per hour. 

The present invention will now be described in more 
detail with reference to the accompanying FIG. 1. The 
following examples are given for the purpose of illustrating 
the present invention, but are not meant in any way to restrict 
the effective scope of the invention. 

EXAMPLES 

From a storage container (1), a previously prepared, finely 
divided mixture consisting of: 

37.5 kg hydrogenated castor oil, m.p. 80°-85° C. 

60.0 kg powdered stearic acid, nxp. 55°-56° C. 

90 kg diltiazem hydrochloride 

255.5 kg lactose K 

1.5 kg magnesium stearate 

1.75 kg carboxymethylcellulose 
is passed via a dosing screw conveyor (2) to the actual 
extruder (3). The extruder (3) is divided up into several 
temperable sections (a-f) and is driven by a controllable 
motor (4). The mixture is conveyed through the extruder (3) 
preheated by the beatable mantle (5), at a speed of rotation 
of 170-180 r.p.m. The diameter of the screw conveyor is 50 
mm. In all sections, the mantle temperature is 58°-60° C, 
which corresponds to a working temperature of 58°-60°. 
After an average period of residence of 2 to 4 minutes, the 
partly melted product is extruded through a nozzle plate (6). 
The nozzle plate (6) contains 20 nozzle openings each with 
an inner diameter of 1.5 to 3 mm. Under the described 
conditions, the apparatus conveys 110 to 120 kg of extrudate 
per hour. The extrudate is cooled substantially to ambient 
temperature in the form of fine, uniform strands on a slowly 
moving conveyor belt and is subsequently passed to a 
granulator (8). The final granulate finally reaches a collec- 
tion container (9). In the simplest case, the sections (a) to (f) 
are uniformly tempered so that, in the case of passing 
through the extrusion process, the same working tempera- 
ture prevails over the whole of the length of the screw 
conveyor (1400 mm). However, it is also possible initially to 
work at a somewhat higher temperature and gradually to 
decrease this until, possibly in the last section (f), the 
working temperature has been reduced almost to the solidi- 
fication temperature of the low melting component. In this 
way, the cooling phase is shortened somewhat without it 
resulting in a blockage of the nozzles. 

Otherwise, the mixtures described in EPO 043,254 can be 
used and working up without alteration. 
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A batch for the production of 120 mg diltiazem compo- 
sitions contains, for example: 

96 kg diltiazem hydrochloride 

272 kg lactose K 

40 kg hydrogen ated castor oil 

4,8 kg carboxymethylcellulose 

65 kg stearic acid 

L6 kg magnesium s tear ate. 

A batch for the production of 120 mg diltiazem compo- 
sitions contains, for example: 

120 kg diltiazem hydrochloride 

215.3 kg lactose K 

64 kg stearic acid NF 

40 kg hydrogenated castor oil 

2.25 kg carboxymethylcellulose 

2.25 kg magnesium stearate. 

A batch for the production of 180 mg diltiazem compo- 
sitions contains, for example: 

180 kg diltiazem hydrochloride 

144.124 kg lactose K 

48 kg hydrogenated castor oil 

68.2 kg stearic acid NF 

1.124 kg hydroxyethylcellulose 

2.3 kg magnesium stearate. 

A batch for the production of 240 mg diltiazem compo- 
sitions contains, for example: 
13.5 kg lactose X 
24 kg diltiazem hydrochloride 
12 kg hydrogenated castor oil 
10 kg stearic acid 
0.175 kg hydroxyethylcellulose 

0. 4 kg magnesium stearate. 

A batch for the production of norfenefrine compositions 
contains, for example: 

58.5 kg norfenefrine hydrochloride 

152.1 kg lactose K 

5.85 kg titanium dioxide 

29.25 kg hydrogenated castor oil 

43.876 kg stearic acid NF 

2.924 kg carboxymethylcellulose. 

A further batch for the production of norf enefrin compo- 
sitions contains, for example: 
30 kg norfenefrine hydrochloride 
166 kg lactose X 
6 kg titanium dioxide 
30 kg hydrogenated castor oil 
44 kg stearic acid NF 
4 kg carboxymethylcellulose. 

While there have been described what are presently 
believed to be the preferred embodiments of the invention, 
those skilled in the art will realize that changes and modi- 
fications may be made thereto without departing from the 
spirit of the invention, and it is intended to claim all such 
changes and modifications as fall within the true scope of the 
invention. 

What is claimed is: 

1. Process for die production of a pharmaceutical com- 
position with retarded liberation of active material compris- 
ing the steps of: 

(a) mixing the active material not only with a high melting 
lipid or lipoid component but also with a low melting 
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lipid or lipoid component, the weight ratio of the two 
lipid or lipoid components being in the range of about 
1:5 to about 5:1; 

(b) introducing the resulting rnixture by means of an 
5 extruded screw conveyor into a preheated extruded; 

(c) bringing the resulting rnixture of active material and 
lipid or lipoid components to a temperature which lies 
above the melting point of the low melting component 
but below the melting point of the high melting 
component, the temperature being at most 40 C above 
the melting temperature of the low melting component, 
the so heated mixture being subject to a pressure of 
about 200 to about 600 kPa(Nm 2 ), the active material 
and the high melting component thereby being uni- 
formly dispersed in the completely molten low melting 
component and extruded through a nozzle plate with a 
nozzle diameter of about 1.2 to about 4 mm; 

(d) allowing the resulting mixture, after melting of the low 
melting component to cool to below the melting point 
thereof, and 

(e) granulating the resulting mixture during the cooling or 
thereafter. 

2. Process according to claim 1 wherein the diameter of 
the screw conveyor is about 50 mm. 

3. Process according to claim 1, wherein the temperature 
according to (d) is a working temperature of about 58° to 
about 60° C. 

4. Process for the production of a pharmaceutical com- 
3Q position with retarded liberation of active material compris- 
ing the steps of: 

(a) mixing the active material not only with a high melting 
lipid or lipoid component but also with a low melting 
lipid or lipoid component, the weight ratio of the two 
lipid or lipoid components being in the range of about 
1:5 to about 5:1; 

(b) introducing the resulting mixture by means of an 
extruder screw conveyor into a preheated extruder; 

(c) bringing the resulting mixture of active material and 
40 lipid or lipoid components to a temperature which lies 

above the melting point of the low melting component 
but below the melting point of the high melting 
component, the temperature being about 1 to about 30 
C above the melting temperature of the low melting 

45 component, the so heated mixture being subjected to a 
pressure of about 200 to about 600 kPa (N/m 2 ), the 
active material and the high melting component thereby 
being uniformly dispersed in the completely molten 
low melting and extruded through a nozzle plate with 

50 a nozzle diameter of about 1.3 to about 3 mm; 

(d) allowing the resulting rnixture, after melting of the low 
melting component to cool to below the melting point 
thereof; and 

(e) granulating the resulting mixture during the cooling or 
55 thereafter. 

5. Process according to claim 4, wherein the temperature 
according to (d) is about 1° to about 2° C. above the melting 
temperature of the low melting lipid or lipoid component 

6. Process according to claim 4, wherein the nozzle 
60 diameter in the nozzle plates is about 1.5 to about 2 mm. 

7. Process according to claim 4, wherein the speed of 
rotation for the extruder is in the range from about 170 to 
about 180 rpm. 

8. Process according to claim 4, wherein the screw 
65 conveyor length is about 1200 mm. 

9. Process according to claim 4. wherein the diameter of 
the screw conveyor is about 50 mm. 
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10. Process according to claim 4, wherein the temperature 
according to (d) is a working temperature of about 58° to 
about 60° C. 

11. Process for the production of a pharmaceutical com- 
position with retarded liberation of active material compris- 
ing the steps of: 

(a) mixing the active material not only with a high melting 
lipid or lipoid component but also with a low melting 
lipid or lipoid component, the weight ratio of the two 
lipid or lipoid components being in the range of about 
1:5 to about 5:1; 

(b) introducing the resulting mixture by means of an 
extruder screw conveyor into a preheated extruder; 

(c) bringing the resulting mixture of active material and 
lipid or lipoid components to a temperature which lies 
above the melting point of the low melting component 
but below the melting point of the high melting 
component, the temperature being at most about 1 to 
about 20 C above the melting temperature of the low 
melting component, the so heated mixture being sub- 
jected to a pressure of about 200 to about 600 kPa 
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(N/m 2 ), the active material and the high melting com- 
ponent thereby being uniformly dispersed in the com- 
pletely molten low melting and extruded through a 
nozzle plate witti a nozzle diameter of 1.5 to 2 mm; 

(d) allowing the resulting mixture, after melting of the low 
melting component to cool to below the melting point 
thereof; and 

(e) granulating the resulting mixture during the cooling or 
thereafter. 

12. Process according to claim 11, wherein the speed of 
rotation for the extruder is in the range from about 170 to 
about 180 rpm. 

13. Process according to claim 12, wherein the screw 
15 conveyor length is about 1200 mm. 

14. Process according to claim 13, wherein the diameter 
of the screw conveyor is about 50 mm. 

15. Process according to claim 14, wherein the tempera- 
ture according to (d) is a working temperature of about 58° 

2Q to about 60° C. 
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